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league consonant with the aim this lecture- 
ship. The present lecture therefore dedicated 
Dr. Eduardo Braun-Menéndez Buenos Aires, 
Argentina, whose enduring contributions the 
study hypertension were cut short his un- 
timely death the crash aeroplane 
January 

Osler believed that “in the records other 
profession there found large number 
men who have combined intellectual pre- 
eminence with nobility and Dr. 
career exemplifies this. are 
accustomed praise those who overcome odds 
person circumstance that neglect the 
greater steadfastness those who, like him, 
transcend the gifts attractive, warm person- 
ality, keen intelligence, broad cultural and scientific 
background, friends, family, and position. These 
are the truly dedicated. Few, like him, have con- 
ducted and oriented studies laboratory which, 
during political repression, part personally 
maintained centre free science for his 
compatriots, for other Latin Americans, and for 
investigators from distant lands. Akin Horace’s 
“man intact and blameless fulfilled 
Thomas Fuller’s directive that states the duty 
man “to better his heritage, and what his 
father found glass and made crystal the son 
find crystal and make pearl’. His career 
further reminder the “unbroken 
“progressive 
and “singular benevolence” that Osler considered 
the enduring characteristics our profession, with- 
out regard time, nation place. him then, 
homage. May with God! 


*Simmons-McBride Lecture, Faculty Medicine, University 
British Columbia, Vancouver, B.C., April 959. 
Presented April 13, 1959, the Oregon Heart Association, 
Portland, Oregon, 

7From the Division Research, The Cleveland Clinic 
Foundation, and The Frank Bunts Educatiorfal Institute, 
Cleveland, Ohio. Present address: St. Vincent Charity Hos- 
pital, Cleveland 15, Ohio. 
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Dr. Eduardo Braun-Menéndez 


During the past years hypertension has 
become increasingly important cause death 
and disability. Hypertension and arteriosclerosis 
together account for nine-tenths present cardio- 
vascular deaths; hypertension, alone complicated 
arteriosclerosis, accounts for about half these. 
These millions deaths only temporarily complicate 
lives most who survive. But life also goes for 
the incapacitated. Hence the bills mortality 
not begin express the ravages and distress 
created premature and prolonged disability, 
dependence and inactivity. The problem therefore 
has inestimably profound psychological, social and 
economic implications that affect all indi- 
viduals and members the body politic. 


DEFINITION 


Unfortunately, definition hypertension yet 
proposed wholly inclusive satisfactory. Most 
them depend more less arbitrary enumera- 
tions limits normal arterial pressure; some beg 
the question requiring the demonstration 
associated vascular disease. Two recent, relatively 
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liberal, numerical interpretations have 
posed Master and his and Picker- 
Both arrive roughly similar results from 
different statistical approaches, making similar 
allowances for increased pressure with increased 
age. They are satisfactory within the framework 
the British and American populations considered. 
However, populations have been described 
which arterial pressure stable throughout adult 
life. Further, life insurance indicate that, 
terms excess mortality, the limits normal 
may lower than think. 

Any numerical solution this problem com- 
plicated the normally fluctuant character 
arterial pressure, the fallibility measurement, 
racial differences and whole series factors 
that epidemiologists are just beginning take 
into Still, ever since Bright’s tentative 
association hard pulse with high pressure, 
the concept has spread that there point 
which arterial pressure persistently, variably, 
abnormally high and that this state associated 
with course through diverse aspects vascular 
injury lumped together hypertensive vascular 
definition until better criteria become available. 
Hence, the majority patients, physicians deal 
descriptively, terms level arterial pressure, 
the presence absence signs hypertensive 
vascular disease and, these are present, their 
site, relative severity, and static, slowly, rapidly 
progressive character. Arbitrary numerical sum- 
maries such estimates serve usefully compar- 
ing groups patients with one another the 
present with the former status the same patient 

small proportion patients present with 
hypertensions that can etiologically defined 
well clinically described. These constitute the 
secondary hypertensions, experiments Nature 
that, interpreted, cast light the nature the 
more common primary, essential, hypertension. 
Further, during the past years, experimental 
models the secondary hypertensions have been 
elicited animals. The study these has clarified 
many aspects the corresponding clinical syn- 
dromes and bears the problem whole. 
The aim this lecture develop the clinical 
implications and perspectives arising from aspects 
the accumulated experimental data. 

The secondary hypertensions are grouped 
neurogenic, endocrine, vascular, renal origin. 
Each etiological category embodies correspond- 
ences between experimental models and clinical 
syndromes. they pass review, will evident 
that each much less discrete than its name indi- 
cates. Prolonged disturbance one pressor mech- 
anism tends upset the function others. These 
secondary mechanisms may cause hypertension 
alter its character and even become self- 
perpetuating after the primary cause inoperative 
has been removed. 


NEUROGENIC 


Classical experimental neurogenic hypertension 
was first elicited section the sinoaortic buffer 
nerves This provokes state greatly 
increased vasomotor tone. Thoracic sympathectomy 
quiets the associated tachycardia; effects renal 
denervation are equivocal but total sympathectomy 
abolishes the hypertension. The process seems 
depend persistent vasomotor discharge with 
unmodulated liberation norepinephrine end- 
points vasomotor nerves; some respects, 
shrinkage plasma volume, corresponds with 
the effect infusions pressor adrenergic amines. 


porphyria, lead encephalopathy, and some epi- 
demics poliomyelitis, but are incompletely 
characterized. 

Beginning with the Cushing experiment, 
which sudden increase intracranial pressure 
provokes increase arterial pressure, large 
number stimulating and destructive procedures 
affecting the central nervous system have been 
shown evoke hypertension that more less 
prolonged. One the more definite these 
cerebral rabbits dogs subjected 
stimulation the area the third ventricle. 
Many reports are less definite involve procedures 
that, from their nature, are brief duration and 
may may not relevant the problem 
persistent hypertension. 

Lay intuition cannot disregarded; commonly 
associates even equates psychological with 
arterial tension. Most laymen are surprised 
discover hypertension some impassive, contented 
acquaintance or, with even 
validity, group such the American West 
Indian considered less responsive 
their troubles than white people are. The basis 
this lay judgment suspect. Still, great effort 
tensive personality pattern hypertensive and 
prehypertensive and into demonstrations 
causal associations between psychic trauma 
and hypertensive disease. The results are more 
than suggestive, except for the common, well- 
experience that psychic strain may 
intensify pre-existing hypertensive states tenden- 
cies. Pickering? states, “There nothing in- 
herently improbable the idea,” but adds, 
“there nothing conclusive about the 
when impartially reviewed. The Western literature 
has few relevant animal experiments, except those 
demonstrating increased arterial pressure rats 
selected strains exposed prolonged, severe 
auditory However, recent 
Russian research hypertension demonstrates 
considerable mass observations bearing 
neurogenic aspects experimental and clinical 
hypertension, much with Pavlovian orien- 
tation, and some The reviewers 
believe this accumulation showcase exhibit 


the need integration scientific information 
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world-wide basis”, and contrast with 
recent concept mechanisms 
which, for lack available reliable data, neglected 
statement the role the central nervous 
system. This aspect pathogenesis that 
requires “very careful and laborious work”? and 
constant awareness the tendency precon- 
ceptions persist misconceptions. 

The antihypertensive effect reserpine, some- 
times demonstrable patients with 
well those with mild, hypertensive disease, 
has been taken some indirect evidence 
psychogenesis hypertension. This drug, suf- 
ficient dosage, mobilizes and depletes cerebral 
serotonin and other amines, alters function the 
reticularis, diminishes vasomotor outflow, and may 
have profound psychic effects, salutary mental 
disease, but sometimes distressing those unduly 
depresses. However, accumulating body 
indicates that the smaller doses used 
hypertension may have sympatholytic vasodilator 
peripheral norepinephrine dispersal which 
contribute to, they not wholly explain, its 
effectiveness. This post facto argument, like 
others relating central disturbances the genesis 
hypertension, inconclusive best. The 
sporadic and unpredictable beneficial effects 
lumbodorsal sympathectomy—surveyed from Smith- 
series some years ago—or the more repro- 
ducible antihypertensive properties ganglioplegic 
even more obviously fail relate the 
nervous system the genesis hypertension, since 
these procedures merely impair one set mech- 
anisms that admittedly maintains normal well 
abnormal arterial pressure. 


The primary modulation arterial pressure 
exerted through the baroceptor reflexes. Abolition 
these the dog leads acute and, after lag, 
persistent arterial hypertension. Volhard suggested 
that impaired baroceptor function might the 
cause hypertension. While available tests indicate 
normal baroceptor function hypertension, albeit 
high level, Pickering? has asked if, hyper- 
tension, these reflexes might set new and 
higher level, which they would sustain just they 
sustain pressure lower levels normal subjects. 
This does indeed occur dogs with chronic renal 
hypertension. Stimulation the afferent side 
the baroceptor arc begins only high levels 
carotid sinus pressure, although responses are 
qualitatively normal within this The result 
that this system tends maintain, neural 
means, hypertension which was primarily renal 
and humoral. Assuming, seems likely, that this 
resetting can occur hypertension other origin 
and other species, this can visualized 
most significant mechanism the self-perpetuation 
hypertensive states. also basic example 
the tendency hypertensive mechanisms 
overlap systems and etiologies; suggests that 
any persistent hypertensive state will become, 
some measure, neurogenic. 
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ENDOCRINE 


Biologically, the endocrine messengers, the hor- 
mones, are primitive, sluggish, sustained equiva- 
lents the refined, direct, highly specialized, 
and direct neural mechanisms response en- 
vironmental change. Consequently, their more 
archaic levels, neural mechanisms are indistinguish- 
ably even demonstrably endocrine 
mediation. Hence, neural mechanisms overlap the 
endocrine and such problem psychological 
stress involves most levels neural and many 
aspects endocrine function. 

The classic experiment induction 
hypertension, nephrosclerosis 
vascular uninephrectomized rats given 
desoxycorticosterone and salt. This 
abundantly confirmed and extended. However, his 
thought-provoking hypothesis hypertension 
disease has not been widely accepted, 
because the problem transcends both the explana- 
tion and the available facts. But Professor Selye’s 
predictions should never undervalued; ac- 
cordance with them, differences have been 
established between the hypertensions caused 
glucocorticoids and mineralo-corticoids, naturally 
occurring, corticosteroid, 
aldosterone, has been isolated, and the correspond- 
ing clinical syndrome part 
the concurrence with hypertension signs 
potassium deficit, somatic and renal. Interest 
the adrenal origins hypertension has been par- 
ticularly stimulated eliciting salt- 
dependent hypertension during adrenal regenera- 
tion young rats. The mechanism 
hypertension unexplained; descriptively, occurs 
concomitantly sequel cortical hypofunc- 
tion, which other presently characterizable 
abnormality has been 
Clinically, Cushing’s syndrome demonstrates hyper- 
tension and nephrosclerosis with glucocorticoid 
excess, the hypertension sometimes persisting after 
adrenalectomy. Further, equivocal evidences 
disturbed adrenal function and morphology occur 
patients with Some have con- 
ducted therapeutic trials total subtotal 
adrenalectomy, the latter usually associated with 
subdiaphragmatic sympathectomy. Our 
experience with adrenalectomy severe hyper- 
tension has been entirely unrewarding: the logic 
subtotal adrenalectomy the light adrenal 
regeneration seems perverse. However, available 
evidence indicates that this operation 
elicited clinical adrenal-regeneration hypertension 
and that, fact, possibly because the associated 

and former associates 
Selye and now Vancouver and Brazil respec- 
tively, have independently described 
desoxycorticosterone self-sustained hypertension. 
This was characterized Selye “metacorticoid 
hypertension”. The topic been 


reviewed.** has particular interest this dis- 
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cussion another example the tendency 
hypertension persist after removal its cause. 

Hypertension-provoking properties anterior 
pituitary factors other than the syndrome evoked 
ACTH are attributable largely growth 
hormone-supposititiously acting mineralocor- 
ticoid such aldosterone—which might involve 
the should result more frequent 
association hypertension with acromegaly than 
demonstrable.** brief, anterior pituitary, and 
most instances, adrenal and factors 
also, seem secondary, conditioning per- 
missive and not primary agents human hyper- 
tension. Hence hypophysectemy and adrenalectomy 
may profoundly modify arterial pressure but they 
are far from being 

The posterior hypophysis exemplifies the narrow 
boundary between neural and endocrine functions; 
nuclei its trophic nerves connect widely with 
midbrain centres and one its secretions 
polypeptide neurohumour that regulates renal and 
extrarenal water exchange, may pressor 
depressor, and that participates neurohypo- 
physeal axis concerned with equilibria the 
sodium-transfer systems that have with tone 
and contraction vascular smooth 

Hypertension due functioning 
tumours must mentioned under the heading 
the endocrine hypertensions, only for com- 
pleteness. This unusual, but not rare cause 
clinical hypertension. high index suspicion 
facilitates its recognition; variety test pro- 
cedures confirm the diagnosis. The most direct 
demonstration excess catechol amines plasma 
urine. The chemical procedures 
unless routine use, that expedients such 
approximate bio-assay observations the effects 
piperoxan pressure and urine may 
serve instead. 

Two further aspects endocrine function require 
particular mention. One another instance 
the interplay systems. Injections renin 
experimental renal hypertensions involving secre- 
tion renin stimulate the zona glomerulosa the 
adrenal hypertrophy; thus, possible mineral- 
ocorticoid hypersecretion tends counter the 
natriuretic effect renin, but adds also hyper- 
tension. concept this renal-adrenal 
proposed Masson 1951, has been extended 
perpetuating pathway hypertension. 

The second that endocrine hypertension 
the rat, except that caused the glucocorticoids, 
salt-dependent degree that suggests salt 
excess primary mechanism these hypertensive 
states, the syndrome produced rats 
severe salt excess and its possible equivalent 
salt-eating hypertensive American Indeéd, 
the tissue level, cellular transfer mechanisms 
involving the sodium ion are concerned re- 
sponses vasoactive and may serve 
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the final common pathway for the actions 
pressor amines, angiotensin, Pitressin, and some 
the steroids. 


VASCULAR 


The intervention the sodium ion the 
reactions vascular muscle bridges into the next 
type secondary hypertension. This customarily 
coarctation the aorta and the systolic hyper- 
tension consequent The repair- 
ability coarctation makes more than ever 
diagnostically important. 


due loss aortic and large vessel 


elasticity, the other hand, common and benign. 
Failure differentiate between this labile systolic 
and persistent diastolic hypertension results 
common, iatrogenic anxiety among our senior 
citizens and concern their relatives, many 
whom these good souls, particularly the old ladies, 
ultimately outlive. 


But ultimately, vascular aspects hypertension 
involve resolute analysis such problems vas- 
the state the smooth 
muscle, and its ionic balance. Disturbances this 
level, the segregation sodium water and 
electrolytes hypertensive may crucial 
the whole problem. present, however, the 
evidence has not crystallized and clinical implica- 
tions sodium-depleting regimens and drugs are 
obscured concurrent changes blood volume 
and dynamics. 


RENAL 


This, the last category the secondary hyper- 
tensions, was first visualized Richard Bright. 
considered that the concurrence nonvalvular 
heart disease with left ventricular hypertrophy with 
proteinuria and “morbid appearances the 
kidneys” could attributable “some altered 
quality the blood”, that “so affects the minute 
and capillary circulation, render greater 
action necessary drive the blood through the 
distant subdivisions the vascular His 
successors and interpreters, many them also 
Guy’s Hospital—which has just observed the 
100th anniversary his those 
cases which heart disease was associated with 
generalized vascular rather than primary renal 
lesions. Their clinical and experimental studies 
amply associated the kidney with hypertensive 
disease but none definitely, with profound, 
lasting and significant impact Goldblatt’s 
observations 1933 and 1934.°° 


The humoral mechanism renal hypertension 
the renal pressor system. This, now defined, 
begins with renin, catheptic enzyme associated 
with.the juxtaglomerular released into 
the plasma result impaired renal circulation. 
alpha-2-globulin, renin (angiotensinogen 
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hypertensinogen), split off vasoinactive, 
10-amino acid polypeptide, angiotensin another 
equally specific plasma enzyme “converting 
splits off two amino acids from 
angiotensin yield these and angiotensin II, 
highly vasoactive, 8-amino acid polypeptide, 
formerly angiotonin hyper- 
tensin. Proteolytic enzymes many tissues, includ- 
ing kidney, fragment angiotensin into inactive 
residues; these enzymes not seem specific 
but, for convenience, without prejudice their 
heterogeneity, their activity can characterized 
that 


The reflective may interested know that 
the formulation just stated required more than 
half century. began 1898 with Tigerstedt 
and Bergman’s characterization renin, came 
under active rather than desultory study the 
late 1930’s and reached what seemed 
impasse the simultaneous, 
acterization angiotonin hypertensin Page 
and Indianapolis and Braun- 
and his Buenos Aires. 
Technical problems impeded hope for chemical 
therapeutic accomplishment. The 
course these studies has been reviewed length 
Dr. Braun-Menéndez and 
Subsequently, development paper chroma- 
tography and methods for sequential analysis 
peptide chains enabled definitive characteriza- 
tion the angiotensins, again independently and 
simultaneously two laboratories 
and one laboratory. Thus events wait 
interest, effort and ability and these turn 
upon the techniques and concepts basic research. 

Wakerlin® particular, meanwhile, established 
the link between the renal pressor system and 
chronic experimental hypertension. With this and 
the chemistry secure, the long-anticipated specific 
chemotherapy renal hypertension 
developed. 

Effective and specific treatment renal hyper- 
tension now very largely matter accurate 
glomerulonephritis and degenerative changes con- 
tribute their share. The association pyelonephritis 
with malignant hypertension was classically de- 
scribed Weiss, Parker and 
Kimmelstiel and more than years ago 
but continues underestimated. This spite 
the fact that data from routine autopsies 
and demonstrate that pye- 
lonephritis common, frequently unrecognized 
and frequently complicated hypertension which, 
about 15% cases, the proximate cause 
that due pyelonephritis peculiarly amenable 
early diagnosis, prompt, adequate and, best 
all, prophylactic treatment. The tendency 
neglect this exemplified its omission from 
otherwise inclusive, recent survey preventive 
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The presumptive cause hypertension pyelo- 
nephritis obliteration and destruction medium- 
sized renal while nephrosclerotic oc- 
clusion smaller vessels contributes 
component hypertensions extrarenal origin. 

Curiously, in.view the Goldblatt clamp, oc- 
clusive disease large renal vessels has been 
overlooked until fairly recently, having been first 
overestimated and then underestimated cause 
hypertension. often happens, the defect 
was technical; until the development innocuous 
techniques renal angiography, vivo diagnoses 
these lesions were impractical. Thus, cases 
were recognized the Cleveland Clinic the 
period 1945 1950, six were described the 
period 1950 1954; and with increased use 
this technique, were demonstrated 1955 and 
1956 and 1957 and 1958. 


dramatic early instance this condition oc- 
curred boy years who had history 
flank pain, extrarenal signs malignant hyper- 
tension and fatal cerebral hemorrhage, and was 
found have coarctation the abdominal aorta 
with bilateral orificial stenosis the renal arteries, 
and completely normal renal vascular and paren- 
similar, less severe instance 
orificial isthmic fibroplasia was relieved 
bilateral renal arterial and others 
have been that this seems con- 
stitute syndrome adolescent hypertension. 

Much more common, however, are patients with 
atherosclerotic occlusions renal arteries, uni- 
lateral bilateral, and main arteries branches, 
with and without renal infarction, complicated 
some survey has established 
the situations that suggest the presence renal 
arterial These are inequalities renal 
size excretory function, observed during 
particularly the absence family history; 
hypertension recent onset and rapid progression, 
especially patients less than more than 
years age; and the association hypertension 
with flank pain. 

The evaluation such patients begins with 
simultaneous tests the separate renal functions. 
Decreased filtration rate consequent 
occlusion main renal artery considerably 
diminishes urine flow and sodium concentration 
the affected side. Demonstration, during water 
diuresis, such disparate function has gained 
some acceptance diagnostic unilateral renal 
arterial This true, but suggested 
above, the lesions and their sequelz are commonly 
more complex. Both main renal arteries may 
affected, that function diminished bilaterally 
and more the more affected side, but the urine 
flow and sodium concentration give indication 
that the lesions are bilateral. lesion may obstruct 
major renal arterial branch, diminishing renal 
mass—or the same may result from pyelonephritis; 
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experimentally the residual part the kidney 
that side may more than compensate terms 
urine flow and sodium chemically, urine 
from this side may closely resemble that from the in- 
tact kidney. Lastly, concurrence main arterial 
with branch lesions arterial lesions with paren- 
chymal disease may greatly distort the relative com- 
position the urine. Thus, theoretical and prac- 
tical considerations establish the evaluative worth 
tests separated renal functions under con- 
ditions that stabilize fluid and electrolyte outputs 
but show that these tests are not diagnostic 
simpler expedient, the radionephro- 
gram, provides similar, less detailed and specific 
information. Since indirect procedures, however 
elegant, cannot establish anatomical 
diagnosis, renal angiography diagnostic sine 
qua non selected cases. 

Recognition these lesions has led surgical 
relief the hypertension increasing number 
and proportion cases; the procedures used 
include resection and anastomosis, endarterectomy 
grafting the lesions main renal arteries, 
segmental partial nephrectomy for branch 
lesions and, when technical limitations forestall 
conservative measures, 


aspect experimental renal hypertension 
that may carry over human clinical syndromes 
glomerular injury, such pregnancy 
and systemic lupus erythematosus, 
simulated rats, pretreated with desoxycorti- 
costerone, other active steroids, growth hormone 
given renin. these, acute diffuse vascular lesions 
are associated with the formation colloid-looking 
thrombi glomerular capillaries. Enhanced pressor 
responsiveness renin probably accounts for some 
the lesions, since are prevented treat- 
ment with still, this may not 
complete explanation this interesting phenom- 
enon, the lesions which respects 
resemble those the accelerated Shwartzman 
reaction. 

Paradoxically, discussion renal hypertension 
requires mention its negation, renoprival hyper- 
tension. This term applies the hypertension con- 
sequent total nearly total deprivation renal 
tissue, best demonstrated animals maintained 
alive vividialysis. The pressure levels reached 
not very high, and the process associated 
with disproportionately severe acute 
necroses. The condition attributed deprivation 
renal antipressor which may 
sodium-dependent, and quite distinct from the 
renin one the facts that 
support inclusive 
renotrophic origin both renal and 
prival hypertension. Clinically, 
mechanism whatever may probably con- 
tributes hypertension and vascular lesions 
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terminal renal disease and the acute tubular 


RECAPITULATION 


Before starting discussion essential 
hypertension that bourn few 
travellers intelligibly return—it might useful. 
sum key points what has been said. 
brief, experimental hypertensions have been pro- 
duced means that involve least four systems; 
these are neural, endocrine, vascular 
each experimental hypertension has clinical 
equivalent. The primary mechanisms each 


‘these differ; secondarily, however, each seems 


involve the other, that, for example, hypertension 
which initially becomes secondarily sus- 
tained neural, endocrine and doubtless vascular 
components. These secondary mechanisms explain 
the tendency some remediable hypertensions 
persist after removal their primary cause, 
causing them become self-sustaining and self- 
aggravating. The clinical corollary that cure 
secondary hypertension depends very largely 
prompt recognition its nature and relief its 
cause. Henry Mencken, inspired 
Welch, felt that pathology would lovely 
science even had therapeutic implications; 
correspondingly, the experimental pathology 
the hypertensions the more fascinating because 
the laboratory. 


EssENTIAL 


definition, primary essential hypertension has 
cause and laboratory equivalent except 
chance selective breeding results spon- 
taneous hypertension which, dogs, often 
currently designated essential hypertension repre- 
sents that section the population having arterial 
pressures above arbitrarily defined value. 
secondary hypertension excluded, there 
evidence that high pressure qualitatively dif- 
ferent from normal arterial pressure, the difference 
not kind, but degree.” This statement 
way alters existing problems etiology, diag- 
nosis treatment, since “expectation 
diminishes with the rise arterial pressure’; 
only metaphysically feasible, although the concept 
almost implies that imperceptibly these may arise 
any time. not admit the assumption 
that numerical continuity necessarily exclusively 
implies identity eurhythmy mechanisms, even 
when, essential hypertension, these are 
genetically conditioned. Thus, foot size, breast 
size, body height, tonsorial endowment, amorous 
susceptibility, blood sugar and lipid vary con- 
tinuous progressions but everyone recognizes that 
the variations include pathological degrees each. 
Hence, this concept more description than 
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explanation. Its advantage lies primarily its 
contradiction the futile, monistic approaches 
the past; these have overemphasized the operation 
abnormal, unusual fanciful mechanisms and 
have neglected those that normally regulate 
arterial pressure: hence, Dr. formulation 
the “mosaic theory” essential hypertension 
working hypothesis. This includes kaleidoscopic 
pattern displaced equilibria among the mechan- 
isms that maintain normal and those that may 
abnormally increase pressure. 

principle, this concept aims serial, quantita- 
tive determinations the various vectors that 
contribute persistent increase arterial 
pressure. Unfortunately, these not admit such 
tests present. For example, pressor hyper- 
responsiveness common, but not invariable, 
characteristic essential hypertension, 
components extend from the heart the capillaries 
and throughout the nervous system and the body 
fluids and cannot separateiy characterized. 
responsiveness the digital circulation nor- 
epinephrine has been recently stated.** some 
situations, trial specific therapeutic agent, 
such antiserum, has served diagnostic 
test. have confidently hoped that this might 
the case essential hypertension. While the 
last decade has witnessed the introduction 
variety useful drugs, each acting primarily 
certain systems, none sufficiently specific 
serve etiological tool. Low-sodium dieto- 
therapy possible exception. Some believe that 
may act specifically abnormalities tissue 
electrolytes; unfortunately, easily measurable de- 
creases plasma volume may simply and ade- 
quately, not exclusively, explain responses 
such diets natriuretic drugs such chloro- 
thiazide. Still, the fact that favourable response 
these regimens occurs only minority 
does imply some etiological separation 
these from other patients with essential 
tension who not respond similar 


Essential hypertension continues 
experimentalist. the other hand, its 
fatal concomitant hypertensive vascular 
accessible. Bright’s wake, opposing 
the nature this association were 
The debate has continued for years and has 
not been fully resolved years’ study 
experimental hypertension. However, observations 
pressure lower than arterial pressure 
protects the renal arterioles from nephrosclerotic 


and necrotizing lesions. acute experiments, 


bursts increased arterial pressure and 
volume provoke acute renal arteriolar 
more conclusive, quantitative study the 
association has recently shown close dependence 
experimental hypertensive vascular disease 
increased arterial that now 
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seems definitely established that hypertension 
such primary cause hypertensive arteriolar 
disease. 


Clinical studies are necessarily retrospective. 


However, these accord with the experimental 
findings that they abundantly demonstrate that 
effective treatment severe hypertensive states 
with antipressor agents regardless 
nature the signs hypertensive vascular 
disease and, some patients, results striking 
recovery renal and other One dis- 
parity between observations patients and those 
rats that considerable proportion patients 
who have undergone remissions severe hyper- 
tension succumb complications large-vessel 
arteriosclerosis cerebral, cardiac, aortic and renal. 
This seems part species difference; 
however, concerns the renal vascular bed, 
correspondence can established between the 
productive intimal changes that led renal failure 
some treated hypertensive patients and the 
lesions found rats subjected renal infarction 
and treated with antipressor 

Nearly years ago Sir William Osler spoke 
the “associations, advantages and 
high blood Many good 
have since drawn attention the relatively benign 
course most patients with mild moderate 
hypertension, noting how some old ladies thrive 
it. However, the advantages uneventful 
yntreated “hyperpiesis” “hyper- 
tonia” are not very real. The mortality tables speak 
for themselves, while the advantages anti- 
hypertensive treatment can demonstrated both 
animals and man. Particularly convincing 
the value such treatment the 
six-year survival nearly third patients 
presenting the syndrome malignant hypertension. 
Further, are convinced that, with improved 
techniques, this score can considerably bettered. 
will require prolonged study many patients 
with less severe hypertension demonstrate 
comparable, less dramatic, beneficial effect. 
Pending such demonstration, the desirability 
measures symptomless patients 
still debated; case can made against “the 
manometric who disregards the cost 
and the unpleasant and hazardous effects these 
drugs with stereotyped mediocrity, treats 


the manometer. 


HYPERTENSION 


The therapist’s point view can 
have seen that experimentally number 
mechanisms can perpetuate hypertension after 
removal its cause. Clinical experience renal 
hypertension and bears this 
out. Another instance the recovery arterial 
pressure hypertensive levels patients treated 
with antiadrenergic agent; the adrenergic vaso- 
motor component the hypertension was sup- 
pressed, but some other pressor mechanism took 
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its recent, more dramatic example the 
case chlorothiazide potentiation drugs that 
diminish vasomotor The sequence here 
that natriuresis and diuresis decrease plasma 
volume; the homeeostasis arterial pressure 
normotensive hypertensive reacts increased 
vasomotor tone. the ability increase vaso- 
motor tone has been impaired concurrent ad- 
the effectiveness this agent greater than 
had been when plasma volume and vasomotor tone 
were within their former limits. The primacy 
hypovolemia the sequence suggested 
changes and other 
control status and reversal chloro- 
thiazide-sensitization following infusions sodium- 
free dextran. Primacy, however, does not exclude 
the possibility that this and like regimens may act 
part modifying tissue sodium content and 
transport systems. 

Chlorothiazide, then, provides another excellent 
but therapeutically advantageous example the 
homeeostasis hypertension. This concept and 
its corollaries run this way. Persistent arterial 
hypertension tends self-sustaining 
homeeostatic. Secondary mechanisms, 
renal, contribute this, activated hypertensive 
vascular disease and, sometimes, atherosclerosis. 
However, since blood pressure tends persist 
whatever level stabilized for long periods, 
early treatment that maintains 
levels for long periods should suppress and even 
cure mild just palliates severe hypertension. 
The validation this concept and its corollary 
requires attention, care, cost, possibly better and 
more specific agents than are now available and 
certainly more evidence than can adduced. 
However, has pointed out, “for the 
first time since Stephen Hales 
horse, there appearing real hope 
benefit for many thousands men and women 
whose lives have hitherto been under constant 
threat death damage”. This, even though 
not yet have full insight into ultimate causes 
specific treatment, cheerful prospect indeed. 
What have tried show that the knowledge 
and ability now possess owe much and 
expect more from the continued study the 
experimental hypertensions which Dr. Braun- 
Menéndez made such notable contributions. 
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Dans cette conférence prononcée hommage posthume 
responsables 90% mortalité relevant systéme 
cardio-vasculaire. Les victimes qui sont atteintes qui 
survivent n’en portent pas moins lourd fardeau. Aucune 
des actuelles donne une 
limitent quelques chiffres sans application universelle 
cause des différences raciales. est d’accord cependant 
existe point dépit des variations, tension 
artérielle maintient niveau anormalement élevé. 
Chez petit nombre malades peut étre 
décrite maniére étiologique aussi bien que clinique. 
Ces formes dites secondaires comprennent les hypertensions 
neurogéne, endocrine, vasculaire rénale; 
examen critique montre cependant sont pas 
aussi individualisées qu’on serait porté croire prime 
abord. 

L’expérience classique hypertension neurogéne date 
1929 avec résection des nerfs sino-aortiques qui 
déclenche une forte augmentation tonus vaso-moteur. 
Cette réaction semble correspondre 
constante norépinéphrine. Cushing montré 
augmentation soudaine tension intracranienne provoque 
une hypertension plus moins prolongée. L’intuition pro- 
fane relie souvent tension artérielle aux états tension 
psychologique. Les résultats des recherches dans sens 
n’ont réussi prouver tension psychique peut mettre 
évidence certaines tendances latentes 
Certains voient dans réserpine une preuve 
réle que joue tension psychologique dans 
que les doses employées dans traitement 
pourraient avoir effet sympatholytique 
vasodilatateur qui suffirait amplement expliquer son 
efficacité dans ces circonstances. certains 
troubles fonction des récepteurs pression dans 
que pour une cause encore inconnue mécanisme soit 
ajusté niveau tension plus élevé que normale. 
Cependant semble que systéme aurait tendance 
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maintenir élevée une tension qu’auraient déja augmentée 
certains agents rénaux endocriniens. 

point vue biologique, les hormones seraient les 
ancétres des mécanismes réaction nerveuse milieu 
ambiant. n’est donc pas étonnant existe certain 
degré chevauchement entre ces deux systémes, que 
retrouve entre autre dans Les travaux 
classiques Selye présentant comme une 
maladie sont pas acceptés tous parce 
que probléme dépasse fois les faits 
observés. Cependant ces travaux sont diffé- 
rence établie depuis entre causée 
gluco- les minéralo-corticoides celle causée par 
stérone. L’hypertension qui suit corticale des 
surrénales n’a présent recu aucune explication. 
aussi décrit une forme d’hypertension qui suit 
tion désoxycorticostérone; cette manifestation 
cause. Les facteurs qui relévent pituitaire, des 
surrénales thyroide semblent d’ordre secondaire 
rangent pas parmi les causes primaires 
sion chez liste des facteurs endocriniens comme 
cause serait compléte sans mention des 
tumeurs qui sans étre fréquentes 
sont tout méme pas rares. L’effet natriurétique 
rénine produit une hypertrophie zona glomerulosa 
des surrénales. L’hypertension endocrinienne chez 
dépend intimement sel; son équivalent 
peut retrouver chez puisqu’au niveau tissulaire 
les ions sodium peuvent servir comme agent certaines 
certains stéroides. 

Parmi les facteurs vasculaires d’hypertension correction 
anomalie encore plus important. L’hypertension qui résulte 
perte délasticité des gros vaisseaux causée par 
est une forme connue bénigne que 
médecin doit savoir reconnaitre afin créer 
chez ses malades 

L’importance rein dans fut 
reconnue cent ans par Richard Bright, mais 
qu’en 1933 que ces observations prirent qu’on leur 
connait maintenant avec travail Goldblatt. 
pation rénale débute avec libération dans plasma d’un 
enzyme catheptique, rénine provenant juxta- 
glomérulaire, dés que circulation rénale est diminuée. Dans 
flux plasmatique, rénine agit sur groupe particulier 
globuline alpha-2 spécifique que désigne comme 
substrat rénine encore angiotensinogéne hyper- 
pour isoler polypeptide formé dix 
acides aminés inerte point vue vasculaire, 
tensine autre enzyme plasmatique spécifique dit “con- 
vertisseur” retranche deux acides aminés 
acides aminés, possédant une action vasculaire puissante 
jadis connu sous nom d’angiotonine hypertensine. Des 
dont rein, fractionnent résidu inactif, 
ces enzymes sans étre spécifiques semblables peuvent 
étre groupées pour fins pratiques sous signe cette 
caractéristique comme angiotensinase. 

L’auteur relate dans ses grandes lignes 
étapes qui ont marqué cours d’un 
verte Parmi les hypertensions 
rénale celles dues pyélo-néphrite prétent bien 
quat. L’application clinique découverte Goldblatt 
d’angiographie rénale. Alors qu’on avait aucun 
cas jusqu’en 1950 clinque Cleveland, cas furent 
traités 1957 1958. Les signes qui laissent 
ner présence d’une artérielle sont dans 
volume des deux reins dans leurs fonctions excrétoires, 
par radio-isotopes, particuliérement 
d’antécédents familiaux; une hypertension d’origine récente 
progression rapide surtout chez malade moins 
avec douleur dans flanc. Des considérations sont ensuite 
données sur des différentes épreuves em- 
ployées dans dépistage ces lésions. découverte 
ces lésions permis traitement chirurgical 
tension chez nombre malades grandissant chaque 
année. Ces interventions comprennent résection 
stomose, greffe dans les lésions 
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rénale, néphrectomie segmentaire partielle 
branche seulement cette artére est atteinte 
lorsque les mesures conservatrices plus, 
néphrectomie Des simulant une 
réaction Shwartzman accélérée ont été créées chez les 
rats traités aux stéroides croissance, 
soumis des surrénales, qui donna ensuite 
d’envergure plus modeste voit chez les animaux maintenus 
facteur rénal antihypertensif qui peut manifester par 
des surrénales, dépendant partie sodium 
sans relation avec mécanisme rénine. 


Par définition essentielle n’a pas causes 
croisement dirigé produit une hypertension spontanée qui 
chez chien est souvent d’origine rénale. 

Selon théorie “mosaique” Dr. Page, 
tension artérielle représenterait une série 
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placée, rétablis d’autres niveaux, parmi les mécanismes qui 
conservent tension normale ceux qui peuvent 
menter niveau anormal. Les facteurs jeu prétent 
mal mensuration. L’étiologie essen- 
tielle n’est pas nécessairement unique 
mesure qui montre quelque spécificité, diéte désodée, 
agit chez certains malades non chez semble 
bien établi que est cause primordiale 
maladie artériolaire hypertensive. Toute mesure qui tend 
abaisser tension retarde développement des lésions 
améliore fonction rénale. L’efficacité traitement 
lit dans survie six ans prés d’un tiers des malades 
atteints d’hypertension maligne soumis ces mesures. 
discute encore d’administrer ces médi- 
désavoue les Procustes manométre. Cependant comme 
tension artérielle tend stabiliser quelque niveau que 
soit elle été maintenue assez longtemps, 
souhaitons que les chercheurs explorent cette avenue 


pour nous rapporter nouvelles données 


nouveaux médicaments. 


THE FINE STRUCTURE 
PLASMA CELLS RELATION 
THEIR FUNCTION* 


HENRY MOVAT, M.D., and 
DOUGLAS Toronto 


THE FINDINGS reported deal with the fine 
structure plasma cells which develop rabbits 
after immunization. Development plasma cells 
the spleen was induced the injection 
foreign protein. Animals were killed when plasma 
cell proliferation was its 


MATERIALS AND METHODS 


Three albino rabbits, weighing 2.5 kg. the 
average were injected intravenously with ml./kg. 
sterile horse serum the first day the experi- 
ment and again with the same amount antigen 
one month later. Two animals were killed five days 
and one seven days after the last dose antigen. 

Three additional rabbits received weekly intra- 
peritoneal injections 2.0-5.0 ml. dog kidney 
homogenate (approx. 20%) normal saline for 
period two months. All were killed one week 
after the last injection. They were part group 
used for the production nephrotoxic serum; the 
latter was used another experiment. 

Fragments spleen were fixed 10% buffered 
(pH formalin and for light 
microscopic studies and Palade’s buffered 
(pH 7.4) osmium tetroxide for electron micro- 
scopic studies. Tissue for the former was embedded 
either paraffin plastic (butyl and 
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cut 0.5—4 micra, and stained with 
May Griinwald-Giemsa, azure eosin, methyl 
green-pyronin. Selected sections were stained with 
periodic acid-Schiff (for reticular fibres) and 
counterstained with azure with periodic acid 
silver methanamine (for the demonstration 
plasma cells very thin sections). For electron 
microscopy: the tissues were embedded butyl 
and methyl methacrylate (8:1) and cut with 
Porter Blum microtome. Sections were examined 
with RCA-EMU-2 electron microscope. 


RESULTS 


The spleen the normal rabbit composed 
red and white pulp. The former has frame- 
work reticular fibres forming sinusoids which 
are lined reticulo-endothelial littoral cells. 
The reticular fibres between sinusoids form the 
pulp cords, which enclose reticular and other cells. 
The white pulp, which composed lymphocytes 
and reticular cells, forms sleeves around arteries. 
Larger aggregates the white pulp form the 
follicles. The periphery lymph follicle 
composed medium-sized lymphocytes and the 
central part small lymphocytes. “germinal 
centre” made blast cells, mainly lympho- 
blasts, may present follicle. 

Plasma cells develop the periphery lym- 
phoid tissue, the border between white 
and red pulp. they increase number they 
become separated from the white pulp pro- 
liferating lymphocytes. Thus, small groups 
plasma cells are found the red pulp, while 
larger accumulations are encountered the peri- 
pheral parts the white pulp (Figs. 1-3). With 
repeated small doses antigen, plasma cells may 
develop the centre follicles well. 

high power, plasma cells are quite charac- 
teristic. They have situated 
nucleus and abundant basophilic pyroninophilic 
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cytoplasm and many them 
show juxtanuclear halo, cor- 
responding the Golgi complex 
apparatus. Immature forms, 


— 
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cytes, have large vesicular nuclei 
and less cytoplasm relation 
the nucleus. Most cells are oval; 
others are irregular owing com- 
pression resulting from crowding 
groups. Thin sections, cut 
0.5 micron and impregnated with 
silver methanamine, show some 
detail the cytoplasm (Fig. 4), 


~ & 


the usual techniques where 


appears homogeneous. However, 
the resolution the light micro- 
scope does not permit clear 
recognition cytoplasmic details. 

low-power view electron 
micrograph (Fig. shows 
first glance that the plasma cells 
are easy recognize. the 
right there sinusoid lined 
littoral cells, some with and others 
without nuclei (in the latter the 
nuclei were not the plane 
section). Part red cell 
present the sinusoid and some 
are also seen between the cells 
the red pulp. The granular 
material the sinusoid 
cipitated plasma protein. The 
cells the top and one the 
left centre are macrophages. 
They all have pale nuclei and 
abundant cytoplasm. Golgi ap- 
paratus and several mitochondria 
can seen the macrophage 


Fig. Fig. 


Fig. 1.—Very low-power photomicrograph spleen showing varying-sized 
groups plasma cells, represented the black areas (which were red 


the centre. Above this macro- 
phage there are two lymphocytes 
with irregular nuclei and only 
few mitochondria their cyto- 
plasm. About one-third the 
lower part the photograph 
occupied plasma cells. The 


the slide). They are found mainly the periphery the white pulp (arrow). 
section, methyl green-pyronin, 53. 

Fig. one-quarter (upper right) this low-power photomicrograph 
composed lymph follicle; the remainder red pulp. Plasma cells are 
seen varying-sized groups the red pulp and outer rim around the 
lymph follicle. section, methyl green-pyronin, 100. 

Fig. 3.—Higher magnification group plasma cells seen Fig. 
(arrow). 450. 

Fig. 4.—High-power photomicrograph group plasma cells. Those 
with larger, less dense nuclei are proplasmacytes. The are characterized 
peripheral distribution the chromatin. Some detail discernible the 
cytoplasm. The round are mitochondria. section, periodic acid- 
silver methanamine, 1575. 


cytoplasm plasma cells char- 

acteristic. contains numerous so-called rough- 
surfaced vesicles endoplasmic reticulum. 
addition one can recognize round oval mito- 
chondria, and one cell the Golgi apparatus 
well demonstrated. The cells with larger and less 
dense nuclei are proplasmacytes. cell the 
centre seems undergoing amitotic division. 
Plasma cells with two nuclei are known occur 
commonly. 

Fig. very high-power view which shows 
the detail the cytoplasm mature plasma 
cell. The mitochondria with their criste are well 
recognized this power. The rough-surfaced 
vesicles (endoplasmic reticulum) vary size and 


shape, but most them appear dilated. They 
coated ribonucleic acid granules, which are 
also found between the vesicles. The vesicles con- 
tain moderately osmophilic substance marked 
“GG(?)”, which likely represents gamma globulin. 


Plasma cells are known manufacture anti- 
antigen they develop and proliferate mainly the 
spleen and lymph nodes.” However, large 
doses antigen are injected, plasma cells develop 
throughout the connective tissue. the latter 


Fig. Fig. 


Local injection antigen followed 


? 


Fig. electromicrog the right (Sin) containing precipitated plasma 


(granular material) and part red cell. The sinusoid littoral cells (Lit), some which are 
vacuolated. Two macrophages are seen the pulp cord (Mac). They contain numerous mitochondria (round 
bodies). The one located left centre has prominent Golgi apparatus (G) above the nucleus. also contains 
phagocytized material (round globule below nucleus). Above the macrophage there are two lymphocytes (Ly). 
Plasma cells (P.C.) occupy the lower half the photograph. They are characterized dense nuclei and 
abundant endoplasmic reticulum (rough-surfaced vesicles) their cytoplasm. The Golgi apparatus seen 
the plasma cell below the macrophage. Mitochondria are present plasma cells moderate numbers (compare 
with Figs. and 6). The cell the centre seems undergoing amitotic division. The round. oval and 
irregular homogeneous dark grey black bodies the pulp cord are red cells. Some appear smaller because 
they have been cut tangentially. 5000. 


while local (skin, joint, pleura) injection 
previously immunized animal also causes 
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intense proliferation these cells situ (the 


Most textbooks histology, pathology and 
still describe the lymphocyte the 
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Fig. 6.—High-power electron micrograph showing portion the cytoplasm plasma cell. There are 
numerous irregular rough-surfaced vesicles, coated RNA granules, and there are also RNA granules between 
the vesicles. The vesicles contain moderately osmophilic material (G.G.?), representing probably gamma 


globulin. Three mitochondria (Mit) are seen. The one 
chondriales. 61,500. 


precursor cell the plasma cell, first suggested 
There now some evidence that 
they develop from primitive reticulum cells 
(predominantly perivascular) mesenchymal cells 


the right upper corner has distinct mito- 


connective The latter has also been 
suggested his “Genetic theory 
antibody production”. 

The significance plasma cells human 
pathology lies the fact that plasma cells which 
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occur abundantly lesions experimental serum 
sickness are also encountered lesions the 
rheumatic so-called collagen diseases. The 
former known develop the basis hyper- 
sensitivity. The latter also believed develop 
similar way. The finding plasma cells was 
interpreted representing indirect morphological 


evidence immune mechanism operating 


both 

Although the various cells occurring 
poietic tissues are one the most thoroughly 
studied fields electron microscopy, only very 
few papers deal with the plasma cell. This 
explained perhaps the fact that 
cells were studied mainly human bone marrow, 
where there are relatively few plasma cells. 


Braunsteiner described plasma cells 
the bone marrow humans and similar cells 
developing lymphoid tissue rabbits injected 
with killed typhoid The cytoplasm was 
described consisting “almost entirely fine 
filamentous elements lying next one another 
around the varying number mito- 
chondria were observed the cytoplasm. 
animals, cells with large nuclei and nucleoli were 
observed soon after the injection antigen. They 


showed the same lamellation the cytoplasm 


described plasma cells. When the antibody was 
its peak, mature plasma cells were found, all 
showing the typical lamellar structure the 
cytoplasm. Droplets, arising probably 
compared with similar structures described 
phase Amano and demon- 
strated “metamorphosis” perivascular adventi- 
tial cells into plasma cells. Unfortunately this 
publication, which Japanese, has only 
short English and the description 
cellular detail very 


There can little doubt that plasma cells 
produce antibody, i.e. synthesize protein. addi- 
tion experimental and immuno-histochemical 
evidence that plasma cells produce antibody, the 
electron microscope furnishes evidence that plasma 
cells synthesize protein. was shown number 
culum cytoplasmic membrane 
present only certain cells, e.g., exocrine cells 
pancreas, epithelial cells thyroid, liver cells 
and pepsin-producing cells the stomach. These 
cells have common the production protein 
secretion. The cytoplasm such cells shows 
intense basophilia (or pyroninophilia) the light 
microscope, and contains well-organized cyto- 
plasmic membrane system when examined the 
electron microscope. Certain other cells (myelo- 
blasts, proerythroblasts, lymphoblasts, lymphocytes 
and embryonal cells) have quite intense cyto- 
plasmic basophilia the light microscope, but 
contain endoplasmic reticulum when examined 
electron microscopy. Some cells which produce 
and secrete non-proteinaceous substances 
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steroid-secreting cells the adrenal cortex) are 
neither basophilic nor they contain endoplasmic 
reticulum. Therefore, was concluded that cells 
which are basophilic light microscopy and 
contain endoplasmic reticulum when examined 
with the electron microscope, have the ability 
manufacture and secrete protein. Thus the elec- 
tron microscope such cells contain so-called rough- 
surfaced vesicles, i.e., vesicles coated RNA 
(ribonucleic acid) granules. There are RNA 
granules between the vesicles well. Cells which 
are basophilic but not produce and secrete pro- 
tein (such myeloblasts, etc.) contain smooth- 


vesicles (vesicles not covered RNA 


granules) and have RNA granules distributed 
diffusely the cytoplasm. Plasma cells belong 
the first group containing both rough-surfaced 
vesicles and diffuse RNA granules (Fig. 6). This 
indirect evidence that they synthesize and secrete 
protein. One inclined speculate that the 
plasma cell the content these vesicles gamma 
globulin, which our experiment antibody 
against the injected horse serum, probably 
the same material that has been demonstrated 
immuno-histochemical techniques 
develop, perhaps under intense antigenic stimula- 
tion, into Russell bodies (in which antibody and 
gamma globulin have likewise been demonstrated 
fluorescent microscopy) remains shown. 
also remains investigated electron 
microscopy from which cell the plasma cell 
develops upon antigenic stimulation, both the 
spleen and connective tissue. would inter- 
esting know also what the early changes are 
when cell, presumably primitive mesenchymal, 
converts into plasma cell. 


SUMMARY 


The fine structure plasma cells described and 
demonstrated means two electron micrographs. 
The significance these cells antibody formation 
discussed and correlated with the findings obtained 
with the electron microscope. 


The authors wish express their appreciation Mr. 
Grantley Woodward, Department Physics, University 
Toronto, for invaluable assistance the operation 
the electron microscope. Grateful acknowledgment made 
Miss Charlotte Turnbull for her patience and skill 
the preparation the sections used this study and 
Mr. Harold Layne for taking the photomicrographs. 
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RESUME 


Les auteurs cet article ont étudié structure fine 
des cellules plasma chez lapin aprés immunisation 
sérum cheval broyat rein chien. Les 

pulpe blanche rate. Ces cellules possédent 
noyau excentrique cytoplasme basophile pyroninophile 


abondant. trouve souvent halo juxta-nucléaire cor- 
respondant réseau Golgi. Les formes jeunes, plasmo- 
blastes pro-plasmocytes, ont gros noyau 
une moindre proportion cytoplasme. plupart des 
cellules sont Les auteurs ont cru reconnaitre dans 


une substance modérément osmophile, contenue dans 


vacuoles, globuline gamma. 

d’anticorps par les plasmocytes; selon dose d’antigéneces 
cellules proliférent que dans rate les ganglions 
lymphatiques, aussi dans tissu conjonctif autour des 
vaisseaux. Elles proviennent des cellules primitives 
réticulum appartenant tissu hémopoiétique des cellules 
mentales, présence plasmocytes abondance laisse 
soupconner une réaction 
ces études tient clinique que peut faire 
dans les affections rhumatismales les maladies 
collagéne observe souvent une augmentation des 
plasmocytes. Ces cellules produiraient des protéines par 
synthése. Les auteurs basent sur baso- 
philie, microscope ordinaire reticulum endo- 
plasmique, microscope électronique, que retrouve 
dans les plasmocytes comme dans les autres cellules dont 
faculté protéinosynthése est connue depuis longtemps. 
Ils voient plus dans présence vacuoles enduites 
granules d’acide ribonucléique une confirmation 
leur théorie. 


THE COMPARATIVE EFFECTS 
CORTICOTROPHIN (ACTH) AND 
STEROIDS HORMONAL 
TREATMENT 


HERBERT SCHWARZ, M.R.C.S.(Eng.), 
Montreal 


THERE widely held impression that corticotro- 
phin (ACTH) and steroids such 
prednisone, triamcinolone and dexamethasone are 
interchangeable forms the same basic therapy. 
This grouping together corticotrophin with 
steroids obscures the very vital differences between 
the results stimulation therapy one hand and 
substitution the other. 


Although newer, more potent steroids are con- 
tinually being introduced, they retain the major 
cortisone drawback suppressing adrenal cortical 
activity, even after short-term administration. When 
used for long time, steroids cause complete 
atrophy the adrenal cortex the point where 
the outcome may fatal, for example severe 
stress when the demand for adrenal hormones 
greatly increased. this respect, the continuous 
use steroids without pauses for courses ACTH 
stimulation has been described “medical 


The onset adrenal atrophy gradual, with 
warning symptoms, under the cover the 
substituted hormone. dangerous because 
acute episode stress, such infection 
accidental injury, may occur without sufficient 
adrenal reserve meet it. The literature reports 


number such incidents which even minor 
trauma led fatal outcome patients small 
maintenance doses corticoids after cessation 
treatment. 

Unlike the steroids, ACTH stimulates the adrenal 
cortex and hence atrophy this gland 
problem. Although exogenous ACTH replaces that 
normally produced the pituitary, this suppres- 
sion short duration even after long-term 
administration. Indeed, when ACTH withdrawn, 
the adrenal cortex usually hypertrophic and 
will still respond normal amounts ACTH. 
For this reason, the severe rebound phenomena 
associated with sudden withdrawal steroids are 
rarely seen when ACTH discontinued. 

Apart from this difference effect adrenal 
function, ACTH appears influence metabolic 
processes manner that differs qualitatively 
well. Some these metabolic actions may result 
from the “extra-adrenal” effects ACTH, while 
others may represent the action the non-cortisone 
sections the “steroidal spectrum” that 
from ACTH stimulation. 

our purpose review the considerable body 
literature that has accumulated these differ- 
ences between the cortisone steroids and ACTH, 
and present several cases illustrating the point 
that awareness these data, both experimental 
and clinical, may lead more balanced approach 
corticotrophin-steroid therapy. 


Risk ADRENAL ATROPHY—Is REAL? 


Long before the clinical use cortisone, atrophy 
the adrenal cortex had been observed animals 
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after adrenal extract administration, 
hypertrophy after 

With the advent oral, easily administered 
steroids and their dramatic impact variety 
diseases, the equally effective action ACTH 
was overshadowed largely for the sake conveni- 
ence. Only gradually did awareness the 
that adrenal atrophy may complicate steroid 
treatment develop, and even then, 
hibitory effects were sometimes ascribed ACTH, 
although clinical evidence such effects has 
not been produced. the contrary, pathological 
examinations have shown that the effects these 
hormones human adrenals are similar those 
seen the experimental Lewis 
have summarized much what has been written 
this point the following comment: “With- 
drawal ACTH seldom leads the prompt re- 
lapses disease and quasi-addisonian state 
induced sudden cessation oral cortisone treat- 
ment, possibly because the increased responsiveness 
the patient’s adrenals partly compensates for 
lessened pituitary ACTH output”. 

Stoner and Whiteley’ were able compare the 
weight and functional status adrenal glands 
removed autopsy from patients treated for vary- 
ing periods with either ACTH cortisone. The 
glands from the cases were enlarged 
and had been active the time death, while 
the adrenals the cortisone-treated patients were 
atrophic and inactive. Their findings are sum- 
that situation can created the use 
cortisone which will greatly impair the efficiency 
the body dealing with further assault. For 
these reasons, corticotrophin seems preferable 
cortisone 

Myers and commenting this same 
problem faces the clinician, state: “When 
long-term regimen indicated, corticotrophin 
vastly preferable because maintains the adrenals 
hyper-responsive state that therapy enables 
the patient weather the minor stresses every- 
day life and prepares him withstand the major 
stress serious injury surgery After hydro- 
cortisone cortisone has been given long- 
term basis, marked adrenal atrophy occurs and 
adrenal unresponsiveness may persist for weeks 
months which may unrecognized until 
emergency, when even minor stress may 
precipitate acute adrenal insufficiency.” These 
authors recommend giving all patients from whom 
cortisone being withdrawn, 100-unit doses 
long-acting ACTH for three successive days, 
weekly injections 100-200 units ACTH when 
the oral steroids are given long-term treatment. 


describes “steroid withdrawal syn- 
drome” after courses prednisone, characterized 
chiefly weakness, nausea and depression, which 
can prevented the simultaneous administra- 
tion doses long-acting ACTH. Ver- 
meulen* examined the persistence adrenocortical 
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inactivity after cessation treatment with predni- 
sone and prednisolone, and found necessary 
administer combination ACTH and prednisone 
for five seven days, and ACTH alone for three 
days, the end each treatment with the oral 
steroids order lower the risks hypocorticism 
within reasonable limits. 

Although depression the adrenal cortex 
generally considered always reversible, Kanee 
and have recently described the case 
patient treated with prednisone, whose adrenals 
show complete failure produce endogenous 
hormone and are longer responsive repeated 


continuous ACTH stimulation. This patient 


with neurodermatitis disseminata responded well 
ACTH first. After six months prednisone, 
effect the eosinophil count was noted after 
daily 8-hour intravenous ACTH drip for five days. 
After continuing for further six months predni- 
sone, the patient suffered addisonian-like col- 
lapse during the added stress 
infection. Intravenous hydrocortisone combined 
with antibiotics effected recovery. Some months 
later, further attempt stimulate adrenocortical 
function, this time with intravenous ACTH for 
week, again proved unsuccessful. The patient has 
subsequently required continuous maintenance 
with prednisone, and attempt discontinue 
therapy has demonstrated complete inadequacy 
the patient’s own adrenocortical system. 


There general agreement that any stress situa- 
tion occurring during after steroid therapy, 
such infection, injury surgical procedures, 
requires additional steroid during the emergency 
compensate for the inactivity the suppressed 
led profound collapse and the patient was saved 
only the prompt infusion hydrocortisone. 
Thus, severe stress occurs within six months 
after discontinuance steroid therapy, the patient 
must given adequate amounts steroids intra- 
venously and orally, long the stress continues, 
prevent adrenal insufficiency and collapse. The 
preoperative use intravenous ACTH cases 
stress not previously treated with steroids, and 
also postoperatively, has been 


EFFECTS VARIOUS STEROIDS 
ADRENOCORTICAL FUNCTION 


While the newer steroids have greater anti- 
inflammatory potency than cortisone, their suppres- 
sive effect the adrenal cortex 
enhanced. rule the anti-inflammatory activity 
examined the suppressive 
various steroids excessive 17-ketosteroid secre- 
tion the adrenogenital syndrome. 
suppressive potency the order: alpha-fluoro- 
hydrocortisone, prednisone, hydrocortisone, corti- 
sone, the latter being least suppressive weight 
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basis. Done, Ely and compared adreno- 
cortical responsiveness rheumatic fever patients 
after treatment with salicylates, cortisone, ACTH 
bed rest Plasma 
levels were determined response jntramuscular 
ACTH before and after treatment. The tests showed 
that adrenal response was greatly decreased after 
both salicylate and cortisone therapy 
pre-treatment levels after therapy ACTH and 
bed rest. Christy comparing the effects 
cortisone and prednisone, noted that the latter 
was least four times effective cortisone 
suppressing the adrenocortical response exogen- 
ous ACTH, and that adrenal hypofunction occurred 
after only seven days prednisone dosage 
mg. per day. These authors suggest that 
normal adrenal responsiveness may restored 
corticotrophin treatment, although they stress 
that this does not.imply restoration full pituitary 
reactivity stress situations. 


CoMBINED TREATMENT—STEROIDS PLus ACTH 


order combine the advantage oral steroids 
with the greater safety injected ACTH, various 
attempts have been made combine the two 
maintaining the functional integrity the adrenal 
13, 14, With the advent satisfactory 
preparations long-acting ACTH, such programs 
have become feasible. 


Birke after noting that only seven days 
treatment with daily dose mg. predni- 
sone was sufficient cause almost complete dis- 
appearance adrenal steroid secretion, concluded 
that would advisable administer ACTH 
intermittently during prolonged steroid treatment 
and suggested injection every seventh tenth 
day. 

The dosage ACTH recommended Birke 
and his group corresponds the long- 
acting ACTH units employed North America. 
Young and his however, found 
that least 200 units was required weekly 
injection maintain adrenal responsiveness and 
that once the adrenal had been suppressed single 
injection was not sufficient. These dosage variations 
between the Swedish and the American group may 
explained partly the differences the criteria 
used evaluate adrenal function, and partly 
differences the long-acting ACTH used the 
two groups. 

Canada, the author has used weekly injection 
patients receiving long-term steroid treatment, the 
dosage depending upon the amount and kind 
steroid given. any stress situation, would 
seem advisable increase the steroid dose tempo- 
rarily; withdrawing steroids, ACTH should 
used daily injection until adrenocortical re- 
activity has definitely been restored. 


*Duracton (Nordic Biochemicals Ltd.). 
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PHYSIOLOGICAL DIFFERENCES AND 
CLINICAL EFFECT 


There considerable evidence from both ex- 
perimental and clinical that qualitative 
differences exist between the metabolic actions 
the steroids and ACTH. Some 
these differences have been described “extra- 
adrenal” effects ACTH, and others are attributed 
the action ACTH-stimulated adrenal steroids 
other than cortisone. 

Corticosteroid therapy considered have 
catabolic (or anti-anabolic) effect animals and 
humans. This may serve explain its reported 
effect delaying wound healing and breaking 
down natural barriers infections such tubercu- 
losis. has been shown however, that 
the rat, ACTH can suppress inflammation 
dose level which does not cause any significant 
catabolism, whereas the dose hydrocortisone 
required reverse the same degrees inflam- 
mation has pronounced catabolic effect. LeMaistre 
and found that ACTH had less 
deleterious effect experimental tuberculosis than 
did cortisone. This was confirmed Morgan, 
Wanger and the rabbit. the basis 
these results, has shown that ACTH, 
when used together with antibiotics, may used 
safely (and successfully) the treatment 
patients with tuberculous asthma. Des Pres and 
administered ACTH and cortisone 
supportive treatment selected patients with 
tuberculosis, and their data suggest more favour- 
able results with the former. 

Hills, Zintel and have shown adrenal- 
ectomized patients that cortisone does not provide 
complete replacement for the missing adrenal 
cortical secretions and that such 
melanosis, impaired water diuresis, unresponsive- 
ness and hyperkalemia 
are not controlled the single steroid. This sug- 
gests the existence other adrenal substances 
having functions additional those cortisone 
(or more correctly, hydrocortisone), which may 
way. Hechter and have reviewed the other 
physiologically active adrenal cortical hormones. 
The production these additional hormones under 
ACTH stimulation may explain why number 


diseases respond more completely ACTH than 


cortisone therapy. 

recent paper multiple sclerosis, Alexander 
have found ACTH effective re- 
versing some forms this disease, while cortisone 
and prednisone were without comparable benefit. 
The authors comment this observation that 
“This seems indicate that the adrenal hormones 
responsible for improvement under the stimulating 
effect corticotrophin may hormones ad- 
dition other than cortisone.” 

Various diseases respond treatment with both 
ACTH and the steroids, but some the former 
appears more effective. Thus Pillsbury and 
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Urbach found cortisone less effective than ACTH 
The same conclusions ulcerative 
colitis were drawn Kirsner and and 
certain blood dyscrasias others. 


RHEUMATOID ARTHRITIS AND 
TREATMENT 


the arthritic diseases, there growing body 
data indicating that ACTH may have more 
profound effect arresting the disease than 
the case with any cortisone-like steroid developed 
date. Since both types therapy offer such 
marked subjective improvement, these differences 


appear only after long-term treatment. West and 


compared two groups patients, one 
long-term ACTH and the other cortisone. The 
ACTH group fared considerably better both ob- 
jectively and subjectively; this 
emphasized the radiological examinations show- 
ing that bony erosions the arthritic process had 
been arrested 81% the ACTH-treated group, 
while evidence continued erosion was present 
almost 60% the cortisone-treated group. 

extension these studies, West?* confirms 
these findings additional patients and notes 
summary that adrenocortical stimulation 
therapy, providing daily urinary output from 
course severe rheumatoid arthritis over prolonged 
periods the majority patients, and that this 
respect superior oral cortisone therapy.” 
also notes the freedom from serious side effects, 
including the absence when 
the ACTH dosage kept within moderate limits. 

summarizing his experience 
patients with rheumatoid arthritis and three with 
rheumatoid spondylitis, notes: comparison has 
been made between cortisone and corticotrophin 
therapy, and given our opinion that the 
latter drug should preferred for long-term 
therapy Here, again, the author urges the use 
the smallest possible dose ACTH and ascribes 
much the success long-term treatment the 
avoidance the larger, more dramatic dosages. 


Savage and his reported 
patients with severe active rheumatoid arthritis, 
some whom were given long-term ACTH after 
failure respond other forms treatment. 
They note that with ACTH there was higher 
rate remissions than after similar periods 
oral steroids and also note that the distressing 
withdrawal symptoms usually seen with cortisone 
were absent with ACTH. 


the later report from the same group” 
noted that ACTH control rheumatoid arthritis 
can adjusted much more closely-than with corti- 
sone, when measurement urinary 17-hydroxy- 
corticosteroids used the criterion adrenal 
stimulation. This enables therapy progress with 
minimum incidence side effects. Thus, the 
authors note that out patients followed 
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for least six months, only one developed peptic 
ulceration while being given ACTH, whereas 
out consecutive patients treated with steroids 
developed gastric duodenal ulceration. 
Commenting the reports date steroid 
and ACTH therapy arthritis, editorial the 
British Medical outlines the disadvantages 
oral steroids and the alarmingly high incidence 
side effects. While holding that the results 
prolonged ACTH therapy appear more 
promising, urges continued efforts produce 
ACTH preparations greater uniformity and 
purity order explore further the advantages 


the latter treatment. 


agreement with most the reviews cited 
above, the author has obtained the best results 
rheumatoid arthritis when the ACTH dosage has 
been kept low from the outset. also our ex- 
perience that too complete suppression symp- 
toms may encourage excessive physical activity 
while the disease process still present. Patients 
should receive only enough the hormone 
lessen some the swelling and relieve pain 
the point where remedial and supportive treatment 
may proceed. 


PRACTICAL APPROACH LONG-TERM 
ACTH 


While the advantage oral administration 
weighs heavily favour the steroids, the above 
considerations have led seek methods for 
the administration ACTH basis that can 
used for non-hospitalized patients. The aim 
has been arrive method response estima- 
tion that will eliminate the need for continual 
laboratory procedures and the same time avoid 
the consequences overdosage. 

earlier days, the use multiple daily in- 
jections resulted cumulative overdosage effects. 
Although the initial result was dramatic sympto- 
matic improvement, this method was obviously ill 
suited long-term treatment even hospitalized 
patients. Intravenous ACTH offered better control, 
but again, was obviously only hospital procedure. 

The appearance long-acting ACTH prepara- 
tions made possible the treatment patients 
office procedure. The early preparations were 
recommended only for intramuscular injection, and 
therefore efforts were made keep the frequency 
the injections minimum. most patients 
was possible give injection every two 
three days, but the dosage required provide 
continuous adrenal stimulation during this interval 
was, the light later experience, excessively 
high and carried with incidence side effects 
that was due entirely overdosage. 

Since the demonstration Fyles and Rose* that 
long-acting ACTH may 
cutaneously, has become possible teach many 
patients self-administration. Thus, has been our 


experience that daily injection combines the 


advantages extremely low doses with routine 
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that acceptable and economical most patients. 
carefully instructing patients the nature 
overdosage and side effects, and following the 
clinical course especially closely during the first 
few weeks therapy, possible arrive 
dosage level just sufficient suppress the un- 
desirable symptoms without giving rise untoward 
effects. While the required dosage may vary from 
time time, both the physician and the patient 
learn recognize such variations and compensate 
accordingly. 

four-year period, the author has treated 
cases variety diseases with ACTH, for 
varying lengths time. single instance did 
serious side effects develop. occasional case 
fluid retention has been controlled dosage 
reduction without requiring cessation therapy. 

Several these cases will illustrate the long- 
term course patients whose condition has been 
managed the manner suggested above. 


1.—This 60-year-old woman, suffering from 
mixed osteoarthritis and rheumatoid arthritis, had 
been treated with cortisone for one year, the average 
daily dose being mg. per day. this regimen, 
she had obtained only partial relief from symptoms 
and still complained pain and joint stiffness. 

After year cortisone medication, the patient 
developed spontaneous fracture the 10th thoracic 
vertebra, which was attributed steroid therapy, and 
the latter was abruptly discontinued. 

When first seen year later, the patient was bed- 
ridden with inflamed, painful stiffened joints, 
and complained severe backache. ACTH (Du- 
racton) therapy began doses i.u. daily for 
eight days and this was gradually reduced 10-15 
daily, administered the patient’s daughter. begin 
with, the patient was seen once week, and her 
general condition and response ACTH evaluated; 
later, with smaller doses, her condition was checked 
only once month. the Duracton regimen, the 
patient improved remarkable manner. She 
free from pain, her joint swelling has subsided and she 

The patient continued with Duracton 10-15 
daily for the last three years, all administered home. 

The only side effect occasional peripheral 
swelling, kept under control with oral diuretics and 
temporary reduction ACTH dosage. Radiologically, 
there has been progression osteoporosis the 
last three years, and her blood pressure has not 
changed. 


2.—This 45-year-old farmer, suffering from 
rheumatoid arthritis, was treated with prednisone for 
three months. the average, took 10-15 mg. 
steroid per day and this regimen obtained only 
poor control symptoms and lost weight. 
Eventually, prednisone was stopped because in- 
digestion and flatulence, and ACTH therapy was 
begun. 

For the first month, the patient required i.u. 
ACTH (Duracton) daily, which was taught 
administer himself. was supervised week 
the office, and his subjective and objective symptoms 
were evaluated. There was marked clinical improve- 
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ment his general condition; regained weight, was 
free pain and was able engage moderate 
physical activities. 

The dose ACTH was gradually tapered.to 10- 


daily. This enough control most the 


joint symptoms, and keeps him free pain. The 
dosage not large enough obscure his rheumatic 
condition entirely, was found that with larger 
amounts ACTH the patient had false feeling 
security and tended over-exert himself. 


3.—This man came for advice because 
recurrent hay fever and bronchial asthma. had 
recently been treated with prednisone 15-25 mg. daily 
for two weeks and this dosage had obtained some 
relief from symptoms. Because digestive disturbances, 
prednisone was discontinued. Two days later, the 


patient’s hay fever recurred very severe form and: 


was greatly troubled with nocturnal bronchial 
asthma. was put ACTH (Duracton) i.u. per 
day for three days but with result. The dose was 
increased per day for three days, and then 
i.u. daily for another four days, still with 
clinical improvement. 

the tests undertaken with the ACTH used 
revealed decrease potency, was felt that 
were dealing with adrenal unresponsiveness following 
steroid therapy. When seen again two weeks was 
acutely ill and once more was tried with ACTH 
(Duracton) per day and obtained almost 
immediate relief from symptoms. After few days 
the dose was 10-15 per day and the 
patient was taught administer his own injections. 

With periodic check-ups the patient was able 
control his with daily dosage 10-15 i.u. 
subcutaneously. This was continued till the end 
the hay fever season, and the ACTH administration 
was gradually tapered off and then stopped. 


4.—This woman developed acute 
rheumatoid arthritis which was treated with cortisone 
and later hydrocortisone with excellent results. 

However, after several months treatment, the 
patient required increasingly higher doses hydro- 
cortisone suppress her arthritic phenomena, and 
eventually was discontinued. 

was felt that after prolonged steroid administra- 
tion, the patient’s need for ACTH would higher. 
She was put i.u. per day for two weeks allow 
for adrenal recovery, and the dose was gradually 
reduced i.u. per day. The patient did extremely 
well, joint pains and swelling largely subsided and she 
was able engage fully her household tasks. 

During that time she was taught administer her 
own ACTH, with small dosage adjustments during 
intercurrent infections periods mental stress. She 
was instructed all times report any unusual 
phenomena while under treatment, and her condition 
was checked once month the office. 

the third year therapy the patient went into 
complete remission and was possible taper off 
ACTH and then discontinue entirely. 


5.—This woman developed acute 
attack disseminated lupus erythematosus and was 
admitted hospital. Hydrocortisone was administered 
large doses 1-3 per day. There was significant 
improvement after several months this treatment. 
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She was sent home and continued with massive doses 
hydrocortisone. There was gradual deterioration 
the patient’s condition while home; she lost weight 
and, addition her joint and skin changes, devel- 
oped dry pleurisy and pericarditis. Eventually hydro- 
cortisone was discontinued and ACTH (Duracton) 
therapy begun, first with relatively large doses 
daily. gradual improvement began, this 
was tapered 15-25 i.u. daily. The hormone was 
‘administered the patient her husband. Within 
the allowed range 15-25 per day, the dose was 
regulated according the patient’s needs. 

Although still very ill, the first year ACTH 
therapy the patient gained weight, and the pleural 
and myocardial rubs disappeared. 

Altogether the patient continued for period 
four years long-acting ACTH administered the 
husband, with regular medical check-ups home. 

Lately she has gone into partial remission and 
requires only minimal doses 5-10 i.u. every second 
third 


SUMMARY AND CONCLUSIONS 


review the literature reveals that there are 
important qualitative differences the modes 
action ACTH and cortisone and its analogues. 
ACTH does not cause atrophy the adrenal cortex, 
and the distressing withdrawal symptoms associated 
with the oral steroids are less frequently encountered. 
ACTH appears less catabolic than the oral steroids 
therapeutic dosages. ACTH appears influence 
favourably number diseases incompletely controlled 
the oral steroids. Some the undesirable effects 
oral steroids, such adrenal atrophy, may 
avoided combining them with intermittent admini- 
stration ACTH. 

regimen long-term ACTH therapy suggested 
basis sound co-operation between patient and 
physician, which should lead the early recognition 
side effects due overdosage. suggested that 
daily injection long-acting ACTH levels just 
sufficient suppress disease symptoms constitutes 
safe course treatmént that may continued 
indefinitely. 

The need for careful screening patients before 
instituting any form adrenocorticosteroid therapy 
should emphasized and these hormones should 
used only after conservative measures have been 
thoroughly explored. 


The author grateful the firm Nordic Biochemicals 
Ltd., Montreal, for part the supplies Duracton used 
some these cases. 
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RESUME 


cortisone ses analogues, montre existe des 
surrénalienne les pénibles symptémes sevrage 
des stéroides oraux présentent pas 
aussi fréquemment. doses thérapeutiques cata- 
bolique semble moindre. L’ACTH parait in- 
favorablement nombre maladies qui échap- 
pent partie des stéroides. semble donc 
sage combiner les deux médicaments pour mieux équili- 
brer thérapie. 

traitements longue échéance. prétend qu’une posologie 
visant uniquement supprimer les symptémes est inoffen- 
sive peut étre maintenue indéfiniment. insiste cepen- 
dant sur choix judicieux des malades recommande 
qu’on ait recours cette forme traitement que lorsque 
les moyens plus conservateurs ont été épuisés. 


SURGICAL PAROTITIS 


Postoperative parotitis usually occurs seriously ill, 
dehydrated, undernourished patient with poor oral hygiene. 
Resistant Staphylococcus aureus infections hospital 
lead more parotitis complication. occurs after 
four- six-day period restricted oral intake fluid, and 
oral hygiene should particularly stressed 
period those seriously ill from inflammatory conditions. 
X-ray therapy recommended soon the diagnosis 
made. symptoms progress, surgical incision and splitting 
the parotid capsule under procaine 
recommended. 

The demonstration fluctuation the parotid gland 
difficult and leads delay treatment which may 
Gilchrist and McAndrew: A.M.A. 
Arch. Surg., 76: 863, 1958. 
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GRISEOFULVIN THE ORAL 
TREATMENT TINEA CAPITIS* 


BIRT, M.D.,+ HOOGSTRATEN, M.D., 
and NORRIS, Winnipeg, Man. 
KNOWLEDGE the pathogenesis tinea capitis 
necessary understand the difficulties encountered 
treating this troublesome disease. The dermato- 
phytes which cause tinea capitis possess the rare 
property being able invade and exist 


When they try invade other tissues they 


cause reaction and are thrown off. 
recently amplified original observa- 
tions regarding the method invasion the hair 
fungi. Initially the spores become lodged the 
follicular openings where they germinate pro- 
duce mass fungal filaments that entwine the 
hair. They then grow down the hair before they 
invade about half way down the follicle, and 
continue grow down the hair until they 
reach the keratogenous zone the hair matrix. The 
keratogenous zone the viable area where keratin 
formed, and the fungi cannot invade it. cor- 
responds Adamson’s fringe. The fungi are then 
carried outwards the hair growth. they multi- 
ply the hairs, the keratin becomes disorganized 
and the hairs break off. Thus the active site 
infection tinea capitis deep the hair follicle, 
and far has been beyond the action locally 
applied antifungal agents. 

anticipated the advent oral therapy 
for superficial mycotic infections when said, 
“The ideal antifungal drug even for superficial 
mycoses would seem one which could 
safely administered internally amounts sufficient 
endow the cells eventually destined produce 
keratin with the power resist fungi completely, 
this power persisting they become keratinized, 
and the drug thus exerting its effects from within 
outward.” thought that griseofulvin might 
answer these criteria, and used the 
fully the oral treatment guinea pigs experi- 
mentally infected with Microsporum canis and 
Trichophyton 

Recently Williams, Marten and reported 
griseofulvin the treatment human 
subjects suffering from chronic fungous infections. 
Nine patients with Trichophyton rubrum infections 
the skin and nails were treated, and one patient 
with Microsporum audouini infection the scalp. 
All responded favourably. This report was signifi- 
cant enough merit editorial the Lancet, 
and stimulate the interest all faced with the 


*This work was done the Winnipeg Children’s Hospital 
with the kind co-operation Medovy, M.D., pediatrician 
chief, Israels, M.D., associate professor 
and Zipursky, M.D., lecturer and research worker 

Professor Medicine (Dermatology), University 
Manitoba. 

Professor Pathology, University Manitoba. 
Manitoba. 

The griseofulvin was supplied Glaxo-Allenburys (Canada) 
Limited. 


problem treating superficial fungous infections 
humans. 

Griseofulvin antibiotic with antifungal 
1939 from Penicillium dierckx. has 
been shown have very low acute toxicity when 
administered orally animals very large doses. 
However, Paget and Walpole’ have noted 
colchicine-like effect mitosis when the drug was 
given intraperitoneally intravenously very 
large doses experimental animals. Griseofulvin 
absorbed and excreted rapidly. The dosage for 
human patients has not been completely estab- 
has been suggested that one gram 
given daily single dose divided doses. 
Griseofulvin supplied 250-mg. tablets. 

Since December 1958, seven boys with super- 
ficial fungous infections have been treated oral 
administration griseofulvin the Children’s 
Hospital Winnipeg. There were four brothers 
with tinea capitis due canis; one boy with 
tinea corporis due mentagrophytes; and two 
brothers with audouini infection the scalp. 
The first five children were admitted hospital for 
the duration their treatment, and the other two 
were observed twice weekly the outpatient 
department. Because griseofulvin still experi- 
mental human subjects, the children were sub- 
mitted tests during the course 
therapy. The tests, done three-day intervals, 
included complete blood counts 
determinations total and direct bilirubin; 
turbidity and cephalin flocculation 
tests; bromsulfalein retention tests; blood urea 
nitrogen and alkaline phosphatase determinations. 
time during the course treatment did the 
results any these tests deviate from normal. 
There was weight loss and the boys appeared 
quite healthy. Except for daily shampoo 
with spirts green soap, local therapy was used. 


REPORTS 


1.—This 13-year-old, boy had few 
hairs which fluoresced under Wood’s light oval 
patch the top his head. There was clinical 
evidence infection. was started griseofulvin, 
250 mg. twice daily. Five days later typical clinical 
lesion tinea capitis had developed with short broken 
lustreless hairs and bright green fluorescence. canis 
was found culture. Twelve days from the time 
onset the scalp the affected area was erythematous, 
but there was evidence follicular pustular 
response. the end days the fluorescence had 
disappeared and only fine scaling was left. 


2.—An 11-year-old, boy had two areas 
tinea capitis over thé occipital region the scalp 
two weeks’ duration. There was partial alopecia, 
lustreless broken hairs, erythema and fine scaling 
over the affected area the scalp, and bright green 
fluorescence under Wood’s light. canis was found 
culture. was treated with griseofulvin, 250 mg. 
twice daily. After one week there was some evidence 
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Fig. 2.—Infected hair showing the disappearance spores 
the proximal end after the oral administration griseo- 
fulvin. Modified Gram stain, 100. 


follicular reaction with the development small 
follicular crusts. This subsided quickly and the fluores- 
cent hairs started fade. was judged cured 
the end days treatment. 


3.—A nine-year-old, boy had area 
tinea capitis the left parietal region and another 
over the vertex, two weeks’ duration. There was 
considerable erythematous reaction the affected 
areas the scalp, and the hairs were bright green 
under Wood’s light. canis was found culture. 
was treated with griseofulvin, 250 mg. twice daily. 
spite therapy the reaction the scalp progressed, 
appeared and typical kerion 
developed. After three weeks’ therapy was noted that 
the fluorescence was disappearing from the hairs close 
the scalp but remained the distal portion the 
hairs. The kerion ran the typical course seen with 
canis infection Manitoba, and the lesion- was not 
completely cured until days treatment had 
elapsed, months from the first appearance the 
infection. 


4.—A four-year-old, boy had oval 
lesion tinea capitis over his occipital region, and 
small scattered lesions over the rest his scalp, 
four weeks’ duration. Some follicular pustules were 
present, and the hairs fluoresced bright green under 
light. canis was grown culture. was 
treated with griseofulvin, 250 mg. twice daily. After 
days the fluorescence the hairs began fade 
the level the scalp, but the follicular pustules 
responded very slowly. There was evidence the 
disease after days’ treatment. This was two months 
after the onset the disease. 


5.—A 12-year-old, 80-lb. boy had tinea cor- 
poris his right forearm due mentagrophytes. 
The lesion was oval and erythematous, and contained 
vesico-pustules. had been present for about two 
weeks and had been painted with iodine three 
four occasions before was brought into the clinic. 
Griseofulvin, 250 mg. twice daily, was prescribed. 
Pustules continued develop during the next ten 
The lesion appeared run normal course and dis- 
appeared after days’ treatment, six weeks from 
the onset the disease. 
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6.—A six-year-old, boy had tinea capitis 
due audouini. The lesion was oval area the 
left parietal region and fluoresced brightly under 
light. had been present for two months 
before the start griseofulvin therapy. was given 
griseofulvin, 250 mg. four times daily. Within *two 
weeks the fluorescence was disappearing the scalp 
level. The hairs were not cut. Gradually the fluorescence 
cleared, always from the scalp level, until there were 
just tiny green tips left the periphery the lesion. 
The hairs were clipped after days therapy. There 
has been further evidence the disease after 
one-month follow-up. 


7.—A four-year-old, 40-lb. boy had area 


capitis due audouini the left parietal 


region. The lesion had been present for one month 
before the starting therapy, and the hairs fluoresced 
bright green under Wood’s light. was treated with 
griseofulvin, 250 mg. four times daily. Within two 
weeks the fluorescence started fade scalp level. 
After days there were just tiny green fluorescent 
tips left the hairs the periphery the lesion. 
These hairs were clipped off and there has been 
further evidence the disease. 


Griseofulvin, given mouth, apparently marks 
major advance the therapy tinea capitis due 
audouini. Cases and the fluorescence 
disappeared first scalp level and then gradually 
grew out with the hairs until only tiny fluorescent 
tips were left the distal ends the most recently 
infected hairs the periphery 
Gentles also observed this phenomenon guinea 
pigs experimentally infected with canis. This 
observation was confirmed microscopically. Fig. 
shows section hair infected with canis. 
Fig. shows similar hair after griseofulvin 
therapy. Fig. the fungous elements have dis- 
appeared proximally where the drug has acted 
the newly formed keratin. According Davidson 
and the fluorescence with filtered ultra- 
violet light due change the hair after 
invasion the fungus; limited the portion 
invaded; and not present the external 
mycelium surrounding the hair. would seem 
reasonable suppose that the course therapy 
tinea capitis could reduced two three 
weeks the fluorescent ends infected hairs were 
clipped off soon non-fluorescent band 
appeared scalp 


The results therapy tinea capitis due 
zoophilic dermatophytes are not quite impres- 
sive. Case very early infection due 
canis, cure was attained with three weeks’ treat- 
ment, and without the development follicular 
pustules, Case the lesions were evident clini- 
cally the time first examination. This boy 
developed only slight crusting the follicular 
openings, and was considered cured with 
three weeks’ treatment. However, Cases and 
typical follicular pustules developed spite 


Fig. 1.—Hair infected canis. Modified Gram stain, 
e 
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treatment with griseofulvin and the disease ran 
usual protracted course. both these cases 
fluorescence and fungi cleared from the infected 
hairs the same rate they did all the other 
cases. Case boy with tinea corporis 
due mentagrophytes also developed follicular 
pustules, The lesion was well established before 
therapy with griseofulvin was instituted. The treat- 
ment did not appear affect the course the 
disease. 


According Birt and the pus present 
suppurative types ringworm result the 
allergic reaction the tissues the fungus, and 
bacterial antibiotic therapy does not affect it. 
Apparently this tissue response also resistant 
unaffected griseofulvin therapy. 


This preliminary study would suggest that, 
be, will become the treatment choice for 
tinea capitis due audouini, and for canis 
scalp infections there follicular pustular 
reaction. Tinea capitis due canis, with pustular 
response kerion formation, will probably remain 
resistant griseofulvin therapy, unless some other 
means can found overcome the tissue re- 
sponse, while the fungus being eliminated from 
the hairs, This problem therapy may also apply 
tinea capitis due mentagrophytes and 
faviforme. 


SUMMARY 


Griseofulvin, new oral antibiotic for the treatment 
superficial fungous infections, described, and the 
difficulty treating hairs invaded fungi dis- 
cussed. Four cases tinea capitis due canis, two 
due audouini, and one case tinea corporis due 


mentagrophytes were treated. Griseofulvin was 
non-toxic the children treated. The infections due 
audouini responded very quickly. Tinea capitis due 
canis also responded favourably the absence 
follicular pustules. However, the drug does not 
appear materially shorten the disease process when 
follicular pustular reaction develops. canis 
infections the scalp, where follicular pustular 
response common, the infected hairs improved 
expected, but the tissue response was not affected and 
the disease ran its usual protracted course. 
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RESUME 


griséofulvine antibiotique actif par voie 
orale est employée dans traitement des infections super- 
ficielles causées par les champignons. difficulté 
thérapie des invasions fongiques des cheveux est connue 
depuis longtemps cependant traita avec 
plusieurs cas teigne dont quatre étaient dus canis, 
enfants ainsi traités n’accusérent aucun 
tion par médicament. teigne audouini réagit 
trés rapidement celle canis aussi réagit favorable- 
ment pustules folliculaires. Lorsque ces 
pustules apparaissent médicament semble pas diminuer 
sensiblement maladie. Les lésions pustules 
cuir chevelu sont fréquentes dans les infections par 
canis. Les cheveux infectés dans ces cas mais 
griséofulvine semble pas modifier réaction tissulaire 
sorte que maladie poursuit comme d’habitude son 
cours prolongé. 


GRISEOFULVIN THE 
TREATMENT SUPERFICIAL 
FUNGOUS INFECTIONS 


NORMAN WRONG, 
MARK ROSSET, M.D., 
ARTHUR HUDSON, and 
STEWART ROGERS, Toronto 


DECEMBER 1958, the interest all dermatologists 


was aroused short report Williams 
the Lancet their results the treatment 
superficial fungous infections man with orally 
administered antibiotic, griseofulvin. Simultane- 
ously, Blank? gave verbal report his results 


*Division Dermatology, Department Medicine, Toronto 

General Hospital and Department Medicine (Dermatology), 

University Toronto. 

Medicine (Dermatology), St. Joséph’s Hospital, 

Medicine (Dermatology), St. Michael’s Hospital, 
oronto. 

Clinic, Hospital for Sick Children. 


and this was amplified fuller report March 


Since that time, groups dermatologists 
England, United States, Canada and throughout 
the world have been investigating this substance. 
results obtained date are substantiated 
further investigation, the ideal fungicide for super- 
ficial fungous infections may have been found 
which will rank with penicillin the treatment 
bacterial infections. Like penicillin, griseofulvin 
may pave the way for host similar antibiotics, 
some which may prove superior the original. 

Nearly half century ago, Whitfield introduced 
ointment which still bears his name for the 
treatment superficial fungous infections. Since 
then, numberless ointments, lotions and paints have 
been introduced private investigators, ethical 
pharmaceutical firms and non-ethical vendors 
None these substances which are used 
topically has produced any real fundamental 
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improvement therapy since Whitfield’s ointment. 
The reason for this probably that none these 
substances penetrated the area where the fungus 
was active. 


Wilson stated 1955 that perfect fungicide 
should absolutely non-toxic human 
beings and active against all pathogenic fungi 
wherever they might be, concentrations easily 
attained and maintained oral parenteral ad- 
ministration. The ideal anti-fungal even for the 
superficial mycoses would seem one which 
could safely administered internally amounts 
sufficient endow the cells eventually destined 
produce keratin with power resist fungi 
completely, this power persisting they become 
keratinized and the drug thus exerting its effect 
from within outwards.” 


Griseofulvin was prepared 1939 from Penicil- 
lium dierckx and also can obtained 
from several strains penicillia, but its value 
was not appreciated until reported the 
cure experimentally produced ringworm 
guinea-pigs the administration griseofulvin 
orally. This was effective against Microsporum 
canis and Trichophyton mentagrophytes and later 
was found effective against Trichophyton 
verrucosum infection which had been experiment- 
ally produced cattle. 


Griseofulvin has been proved relatively non- 
toxic the experimental animal even huge 
doses. April 1959, several thousand human 
subjects had been treated with this substance, 
with serious toxic effects lowered 
leukocyte count has resulted occasionally during 
therapy but this has promptly returned normal 
even continuation the drug. Headache, nausea 
and transient erythemas have also been reported. 


December 1958, supply the antibiotic 
was made available* the authors and also 
several other university groups across Canada. 
Griseofulvin prepared 250-mg. tablet admini- 
stered orally. The ideal dosage schedule and the 
duration treatment for cure are not yet known. 
Adults were given two grams daily four doses, 
gradually reduced one gram daily. Children 
were given approximately one-half this dose. Ring- 
worm the scalp (tinea capitis) has been treated 
for short period three weeks with apparent 
cure, whereas rubrum infection. fingernails 


toenails has been treated for four months with 


viable fungi still present. 


The following are case reports the first 
patients treated the Toronto area. 


REPORTS 


1.—This man, aged 49, was first seen 1952 
when diagnosis fungous infection palms, soles, 
toenails and fingernails was made. had been present 
nine years. Many topical remedies were tried with 


*By Mr. Gullick Glaxo-Allenburys (Canada) Ltd. 
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appreciable effect except lubricate the skin. 
January 1959, was recalled suitable prospect 
for griseofulvin. 

this palms and palmar surfaces 
fingers were red, thick and dry, and showed fine 
scaling. All fingernails were grossly abnormal except 
the left fifth. Nails were eroded, thickened, lustreless 
and opaque and there was much hyperkeratosis beneath 
the free margin. Soles were thickened, red, dry and 
scaly, and two toenails the right foot and three 
the left were grossly affected. 

Trichophyton rubrum was cultured 
fingernails, soles and toenails. Leukocyte and differential 
counts were normal. Urinalysis normal. Liver function 
tests, van den Bergh and serum-glutamic oxaloacetic 


values were normal. All these tests gave 


normal results throughout therapy. Therapy commenced 
January 15, 1959. Two tablets griseofulvin 
(250. mg. each) were given four times daily for three 
weeks, then the dose was reduced 
three times daily for four weeks, then two tablets 
twice daily continued for duration therapy. Total 
dosage the end April 1959 was 140 grams. 

After two therapy there was less scaling, 
redness and dryness fingers and the patient stated 
that there was more feeling the fingers. Less 
scaling soles was noted but there was change 
nails feet and hands. Cultures rubrum were 
still positive from palms, soles and nails. 

After three therapy, finger and palms felt 
normal the patient for the first time years. There 
was almost redness and scaling palms and soles. 
The fingernails showed slight improvement. 

After six therapy, palms and soles appeared 
almost normal. The lunulz some fingernails showed 
normally. rubrum was cultured from both fingernails 
and toenails. 

After nine therapy, all showed 
two-thirds the proximal portion normal. There was 
still some crumbling the free margin. Toenails 
showed much less improvement. Cultures from palms, 
soles and nails were negative. 

After twelve weeks’ therapy, fingernails were all 
practically normal. The palmar surfaces the fingers 
were normal except for slight scaling few small 
areas. The skin the soles appeared normal, did 
the plantar surface toes. Toenails were normal for the 
proximal one-third but the distal two-thirds was still 
opaque, discoloured and eroded. 

This patient had had his disease for nine years 
before therapy was instituted, and topical remedies had 
been tried without avail. the end three weeks’ 
treatment there were subjective and objective im- 
provements palmar and plantar skin, there being 
little scaling redness, and some sweating had 
returned. the end weeks fingernails were 
practically normal and toenails were one-third im- 
There were toxic manifestations from the 

rug. 


2.—A man aged had dryness the skin 
the right thumb and both soles, gradually increasing. 
The right thumbnail had become eroded, almost 
the lunula. Toenails both feet were yellowish, 
opaque and crumbling the free edge. Many local 
remedies had been tried without any real effect. The 
condition had been present for years. examination 
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Fig. 1a.—Case before 
Fig. 1b.—Case Fingernails after four months’ therapy. 


January 1959, the right thumbnail was eroded 
and .crumbling, the distal portion opaque. The 
skin the right thumb was dry, red and scaly. Both 
soles were dry, red and scaly, also the sides the 
heels. Great toenails and two other toenails each 
foot were yellowish and opaque, with hyperkeratosis 
beneath the nails. 


Trichophyton rubrum was cultured from the right 
thumbnail, palmar skin thumb, both soles and 
several toenails. Leukocyte count, urine and liver func- 
tion (van den Bergh and serum glutamic oxalo-acetic 
transaminase tests) were normal and remained normal 
for the duration therapy. 


Griseofulvin, two tablets (250 mg. each) four times 
daily, was given for two weeks, then three times daily 
after meals for four weeks, then twice daily continued. 
Total dosage April 1959 (3% months therapy) 
126 grams. 


the end two therapy, the skin the 
thumb and soles was less red and scaly and was sub- 
jectively improved. Mycological cultures were positive 
for rubrum. Headache, nausea and feeling depres- 
sion were pronounced. The evening dose the drug 
was stopped and these symptoms promptly disappeared: 


After four weeks’ therapy, the skin the thumb 
and soles appeared almost normal. The thumbnail 
was definitely improved. change was noted the 
toenails. Cultures from the plantar skin were negative, 
from the toenails positive. 


After eight therapy, redness and scaling 
the skin the thumb the soles were noted. The 
thumbnail appeared normal for its proximal one-half. 
Some toenails were clear the lunula. Cultures were 
negative for rubrum. 


After ten weeks’ therapy, the thumbnail was normal 
for its proximal two-thirds. The skin looked and felt 
normal. Toenails showed definite clearing the proxi- 
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Fig. 2b.—Case Palms after four months‘ therapy. 


mal one-quarter. Cultures from toenails were positive 
for rubrum. 

After weeks’ therapy, the thumbnail was practi- 
cally normal. The skin the thumb, soles and sides 
the heei looked and felt normal. Affected toenails 
were normal proximal one-third. The distal 
two-thirds were still yellowish and opaque and crum- 
bled easily. 

After two years disease with response topical 
remedies, the patient began show improvement 
within three weeks and this was maintained during 
weeks therapy. Toxic symptoms consisted 
headache, nausea and feeling depression which 
cleared immediately when the night dose drug was 
discontinued. Improvement continued one gram 
griseofulvin daily. 


3.—This 56-year-old physician first developed 
fungous infection his feet years ago. This 
spread involve his hands and fingernails within 
few months. During the past years, numerous 
fungicidal and fungistatic remedies had been used 
without effect. Recently the disease had become 
stationary. 

examination before present therapy, all nails 
both feet and hands were found involved, some them 
being almost totally destroyed, others only partially. 
The palms and soles were thickened, red, scaly and 
times fissured. There was considerable itching 
palms and soles. The remainder the skin appeared 
normal. 

Cultures from fingernails and toenails, palms and 
soles were positive for Trichophyton rubrum. 

Therapy was commenced January 18, 1959, with 
two tablets griseofulvin (250 mg. each) four times 
daily. This dose was reduced after four weeks six 
tablets daily. Later reduction four tablets daily 
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was attempted, but this resulted increased scaling 
the palms. The dosage was increased eight tablets 
and later reduced six tablets daily, and steady 
clinical improvement has resulted. 

Total dosage May 14, 1959, 152 grams (approx.). 

After ten days, there was less redness the fingers 
and palms. After four weeks there was less accumula- 
tion debris beneath the fingernails toenails, 


and the soles were almost free scaling and redness. 


The palms were almost normal and the patient said 
had more sensation his fingers and there was 
some sweating for the first time years. 

Three and half months therapy produced 
fingernails which were 75% normal and toenails about 
40% Attempted reduction the dosage 
griseofulvin resulted more scaling. 

Four months therapy has produced normal finger- 
nails except for slight hyperkeratosis beneath them. 

Cultures for rubrum were negative after 
months. Leukocyte count, urine and liver function 
remained normal throughout therapy. 

side effects were noted during therapy, except 
for slight redness the nose with few papules 
(mild rosacea). This did not increase during therapy. 

summary, this 56-year-old physician had had 
rubrum infection palms, soles, fingernails and 
toenails for years. Four months treatment pro- 
duced remarkable improvement his fingernails and 
also palms and soles. Toenails were about 50% 
improved. 


4.—This man, aged 30, had had eruption 
affecting the nails, left palm and soles for over three 
years. was pruritic and associated with marked 
dryness and scaling. had used multiple fungistatic 
preparations and superficial x-ray therapy with only 
temporary improvement. 

Physical examination showed pale erythema with 
dryness and slight scaling the left palm and both 
soles. Most the toenails and the left third fingernail 
and left thumbnail showed irregular thickening and 
scaling under the free edges. Microscopic examination 
showed the presence scrapings from 
the left palm, but fungus was grown culture. 
Cultures from the soles grew rubrum. 

was started griseofulvin, 1.5 daily, 
March 1959. Within three weeks there was marked 
improvement, with disappearance erythema and 
scaling; the patient volunteered the information that 
the left palm felt normal and, for the first time 
many years, was perspiring well the right one. 
After one month treatment, the dosage was reduced 
daily and the clinical improvement main- 
tained. There was slow and gradual the 
nails, and all the microscopic examinations and cultures 
were reported negative two months after the 
treatment was started. There were side effects 
and results routine blood examinations 
alyses were within normal limits several occasions. 


5.—A man, aged 46, had complained for about 
two years eruption affecting some the finger- 
nails, which were described “brown, loose and 
thickened”; subjective symptoms were associated 
with this condition. Another complaint was the 
presence redness and dryness both palms (for 
2-3 years), complicated the last few months the 
appearance scaling. The patient mentioned that 
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there was practically perspiration his hands and 
that they were becoming dry that give 


examination, there was pale with 
marked scaling the palms and palmar aspect 
all fingers. The right thumbnail was almost completely 
destroyed, with few irregular ridges left and with 
dryness and scaling the nail bed. Most the other 
fingernails were affected, with irregular furrows and 
distal scaling. Scrapings showed the presence 
mycelium, but the cultures failed identify the 
fungus. complicating factor was the presence 
lesions psoriasis (25 years’ duration) the trunk 
and scalp. 


The patient was treated with different topical prepa- 


rations and superficial x-ray therapy the nails. His 
hands remained unchanged, but the nails showed 
marked improvement. However, after one year 
this treatment, cultures from the palms were reported 
growing rubrum. Microscopic examination 
scrapings from the fingernails revealed the presence 
mycelium, but again there was growth culture. 


was started griseofulvin daily; 
after two weeks treatment, there was little clinical 
change, but the patient noticed less dryness and 
stated that his hands “felt like they were going 
perspire”. Within one month, there was dryness and 
very little scaling present the palms; some the 
fingernails were showing few mm. normal growth. 
There was mycelium microscopic examination 
the scrapings from the palms, but was still present 
the scrapings from the nails. 


There were side effects, and results routine 
blood examinations and urinalyses were within normal 
limits. 


6.—Since the age 15, this woman, now aged 
29, has had recurrent episodes “athlete’s foot”. These 
attacks consisted largely fissure formation between 
toes and peeling the soles, without any vesicles. 
She was treated with different ointments and foot baths; 
she was never entirely free scaling, although 
symptoms burning and itching would appear only 
the summer months. the age 19, she first 
noticed involvement the toenails, and several years 
later the right middle finger and fingernail became 
affected with scaling and erythema. 1957-58, she 
had most the available fungicidal preparations and 
superficial x-ray therapy, with marked improvement 
the right 4th fingernail (which became involved 
1958). 

Examination before treatment with griseofulvin was 
started showed erythema scaling both soles 


the sides, heels and interspaces between 


the toes. All toenails were involved varying degrees, 
and the right 3rd fingernail was split longitudinally 
with subungual lifting the nail and opaque 
white discoloration. Cultures from all the affected 
areas grew rubrum. 


She was started griseofulvin March 1959, 
and received for one week, the dosage being 
reduced gradually daily (one tablet four times 
day). Within two weeks, the scaling the soles had 
almost completely gone. Since then- she has had 
recurrent episodes increased scaling, but general 
comfortable with itching burning despite 
nine-day visit Bermuda the onset therapy. 
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After one month treatment, was evident that 
the fingernail was regrowing and small ridge 
new growth was visible the toenails. the end 
two months therapy, one-half the fingernail 
was new and normal appearance; the toenails were 
much slower growth. Four weeks after treatment 
started, the cultures were still positive; after eight 
weeks there was mycelium microscopic examin- 
ation the finger and toenails, but was still present 
the scrapings from the feet. 


There were side effects; blood and urine were 
normal, 


7.—This man, aged 65, was first seen May 
1956, with the history extensive eruption present 
for four months. that time, had diffuse ery- 
thematous rash involving the shoulders, upper back, 
groins, legs and feet. Some the toenails were affected, 
with furrowing and thickening. Scrapings from all the 
affected areas showed the presence rubrum. 
improved much first with topical therapy; 
was seen again with recurrence (and involvement 
the face) October 1956. From then until Decem- 
ber 1958, was treated with multiple preparations 
with marked improvement times, but all cultures 
remained positive. There was result from series 
gamma globulin injections. 


December 23, 1958, the trunk and upper limbs 
showed multiple small patches pale erythema with 
slight scaling. Similar, large, more diffuse lesions could 
seen the scalp, face and lower limbs. There was 
scaling most the toenails; the left thumbnail and 
the right fifth fingernail showed distal lateral 
deformities with scaling and brittleness. Cultures from 
all affected areas grew rubrum, except for the 
fingernails, where Candida albicans found 
(although clinically the lesions looked like rubrum 
infection). 

was started griseofulvin, daily; there 
was marked clinical improvement within one week, 
after which the dose was reduced 1.5 Seen again 
one week later, was slightly worse, the dose 
was increased again January 27, 1959, 
there was another slight clinical flareup and the patient 
was advised take 2.5 daily. Since then there has 
been very little scaling, although few small patches 
erythema could still seen, mostly the face 
and upper trunk. After three weeks treatment, all 
cultures were negative except for the right foot (T. 
rubrum) and the left arm (Candida albicans). 


After 7-10 weeks treatment, all cultures were 
negative for rubrum, but many areas grew 
Candida albicans. The dose griseofulvin was 
then gradually reduced daily and the patient 
was given nystatin (Mycostatin) ointment for applica- 
tions the regions affected Candida albicans. 
Within 4-6 weeks, gradually and while the patient 
was still under treatment, several areas showed 
slight clinical flare-up (increased scaling) and presence 
rubrum. the same time, Candida albicans 
seemed have disappeared (or failed grow) from 
the T.-rubrum infected regions. The fingernails kept 
improving, with only the distal few mm. showing in- 
volvement. This situation remained unchanged over 
griseofulvin. Three weeks before this report was 
written (mid-May), the daily dosage was increased 
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g., again with marked clinical improvement (less 
scaling and less erythema), but microscopic examina- 
tions were still showing presence mycelium. 

Blood, liver function and urine, studied several 
occasions, were reported within normal limits. There 
were side effects. 


8.—This boy, aged three years, had two areas, 
showing subacute inflammation with 
There was moderate itching. The rest the skin was 
clear. Wood’s light examination was positive for 
fluorescent hairs. 

Culture the hair grew Microsporum audouini. 
was subsequently found that pet monkey had ring- 
worm, which may have been the source infection. 
Leukocyte count and urine were normal. 

Griseofulvin, one tablet (250 mg.) three times 
day, was given for three weeks (total dose grams). 
Itching and redness disappeared ten days. 
light examination was negative the 20th day and 
remained negative. 

summary, this audouini infection the 
scalp three-year-old with some inflammatory 
reaction cleared and remained clear with three weeks’ 


therapy. 


9.—This 38-year-old farmer’s wife developed 
widespread ringworm infection March 23, 1959. 
She had been close contact with her two boys, who 
were under treatment for kerion the scalp, and 
their cattle were under treatment for ringworm. There 
were extensive circinate and follicular lesions the 
face, left shoulder, upper arm and left thigh. Direct 
microscopic examination and preliminary laboratory 
report showed the presence mycelium. Cultures 
failed grow. 

Local treatment was carried out week with 
10% sulphur ointment and one week with Whitfield’s 
ointment. During this period the condition extended 
involve new areas, including the face. Griseo- 
fulvin, daily, was started April The patient 
complained severe headache, and dosage was re- 
duced 1.5 daily after one week. Microscopic 
examination and culture were negative seven days after 
starting griseofulvin. Treatment was continued for 
further days, which time she was completely 
clear. 

Leukocyte count, urine and liver function were 
normal before therapy and remained normal throughout. 

summary, this patient with extensive ringworm 
the glabrous skin improved rapidly griseofulvin 
after failing influenced two weeks local 
therapy. There were changes the laboratory 
findings. The patient suffered with headache while 
taking griseofulvin; her headache was intolerable 
day but tolerable 1.5 daily. Total dosage 


10.—This 9-year-old boy was examined 
February 11, 1959, the Hospital for Sick Children. 
was suffering from tinea capitis with involvement 
the left parietal and occipital areas. These areas 
hairs and superficial scaling the 
scalp but there was very little inflammatory reaction. 
light examination was positive. Direct micro- 
scopic examination showed the presence mosaic 
spores. Culture grew canis. 
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Treatment was started February 28, 1959, with 
griseofulvin daily. Cultures were repeated 
weekly and the first negative culture was obtained 
days later. 

Leukocyte count, urinalysis and liver function tests 

were carried out this patient before, during and 
after treatment, and significant change was detected 
the results. 
summary, this patient’s non-inflammatory canis 
infection cleared after eight weeks’ treatment with 
griseofulvin. There were unpleasant symptoms and 
significant changes the laboratory findings. Total 
dosage 


the cases reported, seven were Tricho- 
phyton rubrum infections, all which the 
fungus was identified culture. six these 
cases the palms, soles and nails were involved and 
the other case there was widespread infection 
trunk and extremities. One patient had un- 
identified fungous infection her shoulder and 
thigh, probably acquired from cattle. One child 
had Microsporum audouini infection the scalp, 
possibly acquired from pet monkey, 
responded quickly therapy. The other child had 
non-inflammatory Microsporum canis infection 
the scalp which responded very slowly therapy 
but finally cleared. 

Toxic symptoms consisted headache and 
mild erythema the nose. The headache the 
male patient disappeared soon the evening 
dose the drug was discontinued, but continued 
the female patient with the elimination the 
evening dose although was less severe. There 
were other toxic symptoms, and reduction 
leukocyte count, changes results liver 
function tests urinalyses were noted. 

long time and theré were positive cultures 
from the toenails one case after weeks 
therapy even with considerable clinical improve- 
ment. Blank and Roth? noted that griseofulvin 
not fungicidal vitro and apparently exerts its 
effect fungistatic agent vivo. the finger- 
nails and toenails may act source continuing 
infection, may wise the future advise 
patients have all the infected nails avulsed 
before commencing therapy. This might reduce the 
time necessary for cure, but heroic measure 
-when many nails are involved. 

The improvement the palms the hands 
early and dramatic change. With less redness, 
scaling and thickening, patients note increase 
normal sensation the finger-ends, and increased 
sweating the palms and the fingers, which 
one patient had been absent for over years. 

hoped that this treatment will prove effec- 
tive the control and cure ringworm the 
scalp (tinea capitis). so, epidemics may 
thing the past and the need for x-ray depilation 
scalp hair cure Microsporum infections may 
longer necessary. 
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Many reports will doubt forthcoming 
this new and remarkable antibiotic. 
hoped that will not develop severe side effects 
with use, and also that there will drug- 
resistance fungi comparable that developed 
the staphylococcus against antibiotics. 

Work date has that effective 
against the Trichophyton family, well Micro- 
sporum and Epidermophyton, but has effect 
Candida albicans (Monilia). essential that 
the fungus should demonstrated microscopically 
and culturally before treatment instituted. This 
antibiotic not the cure-all for “athlete’s foot” 


this term used glibly for all eruptions 


the feet without proper diagnosis and laboratory 
confirmation. 


This antibiotic, like most new ones 
market, will probably expensive when first re- 
leased. should properly used and not abused 
and hoped that will available patients 
physicians’ prescription only. The proper dosage 
and duration therapy produce cure will only 
determined continued investigation. 


SUMMARY 


Ten patients were treated with griseofulvin orally. 
These included seven patients with Trichophyton 
rubrum infection, all which there was dramatic 
improvement: none them could stated that 
permanent cure was obtained. One patient still 
showed viable fungi culture from the skin after 
five months’ therapy and one cultures 
nails after months’ therapy. These cases will 
followed and reported later found resistant 
treatment. 

Two patients with ringworm the scalp (tinea 
capitis) were apparently cured, but one was very 
slow responding. 


serious side effects were noted except for severe 
headache two patients and mild erythema the 
nose one patient. Another patient developed moniliasis 
areas formerly infected with rubrum but this 
improved with nystatin ointment. 


This new antibiotic has great promise the treat- 
ment superficial fungous infections, but too 
soon determine whether will cure merely 
control. 


Case was provided Dr. Schacter and Case 
Dr. Raymond Smith. The mycological studies 
the main were done Mr. John Fischer, mycologist, 
Laboratory, Provincial Department Health 
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RESUME 


Sept malades porteurs Trichophyton 
rubrum ont tous montré une amélioration impressionnante 
aprés avoir griséofulvine-oralement. Chez aucun 
eux cependant peut-on prétendre qu’une guérison 
définitive ait été obtenue. Aprés mois thérapie 
pouvait encore prélever des champignons viables 
peau d’un d’entre eux des d’un autre 
aprés quatre mois demi médication. Ces cas seront 
gardés formeront d’un autre 
rapport résistance traitement persiste. Deux autres 
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malades atteints teigne (Tinea capitis) ont semblé 
guéris mais chez d’eux guérison été trés lente. 
Les incidents traitement ont inclus quelques céphalées 
assez intenses deux malades érythéme 
nez chez autre. Dans cas rubrum 
été remplacée par une moniliase localisée aux endroits 
déja infectés; cet état amélioré par d’onguent 
base nystatin. griséofulvine offre grandes 
promesses dans traitement des infections fongiques 
superficielles mais est encore trop pour savoir elle 
guérira ces infections seulement les 
tenir respect. 


GRISEOFULVIN, NEW ORAL 


ANTIBIOTIC FOR THE 
TREATMENT FUNGOUS 
INFECTIONS THE SKIN* 


ANNA FLINT, M.D., ROY FORSEY, M.D., 
and BARNEY USHER, M.D., C.M., 
Montreal 


oral antifungal agent has recently been 
made available for the treatment dermatomy- 
odourless solid with low solubility water, with 
the formula: 


CH, Griseoful vin 


Griseofulvin was first isolated 1939, Oxford, 
Raistrick and Simonart’ from Penicillium 
dierckx. 1946, Brian al. ob- 
tained antibiotic from cultures Penicillium 
janezewskii, which produced changes the 
morphology several species fungi; they called 
this antibiotic “curling factor”, and was later 
shown identical with The anti- 
fungal properties griseofulvin found their first 
application agriculture, when the substance was 
shown protect crops lettuce and tomatoes 
from invading 

1955, workers Glaxo Laboratories found the 
substance very active vitro against patho- 
genic skin fungi. Topical applications griseo- 
fulvin ointment form were unrewarding, how- 
ever, and were improvement over the use 
the older fungistatic agents such Whitfield’s 
ointment. 


*Read before the Annual Meeting the Canadian Derma- 
tological Association, Montreal, June 1959. 

From the Department Dermatology, 
Hospital, Montreal, Quebec. 


1958, Gentles* published report the oral 
administration griseofulvin experimental 
fungus infections guinea-pigs. Microsporon and 
Trichophyton infections were successfully treated 
with this drug. Several months later, 
Austria, England and the 
United States first used the drug human subjects 
and obtained near-miraculous results. 


the Montreal General Hospital have 
treated number cases ringworm the scalp, 
nails and skin, with results comparable those 
obtained the above authors. 


CLINICAL OBSERVATIONS 


Ringworm the scalp three children the 
same family, aged and years, was treated with 
griseofulvin 250 mg. times day. The children’s in- 
fected hair was positive Wood’s light. The culture 
yielded Microsporon canis. Three weeks after onset 
therapy the treatment was interrupted when the pa- 
tients failed report for their supply pills, because 
they had upper respiratory infections. When they re- 
ported two weeks later, the Wood’s light examination 
showed the infected hair normal the base and 
fluorescent the tips. After two more weeks treat- 
ment all three children were free infection. The 
cultures became negative. The patients had not re- 
quired epilation and the scalp remained clear one 
month after therapy was discontinued. 

Ringworm the nails was treated four pa- 
tients. All showed dystrophy several fingernails and 
toenails many years’ duration, resistant previous 
forms therapy. The fungus cultures were positive for 
Trichophyton rubrum three cases and for Tricho- 
phyton mentagrophytes one case. Griseofulvin was 
given dose 250 mg. times day. 

all cases the nails became normal pinkish 
colour and smooth near the root after about four 
five weeks treatment, and gradually grew out 
normally treatment was continued, being about 
50% improved nine ten weeks therapy. The 
cultures were still positive when scrapings were taken 
from the dystrophic fingertips. one case followed 
for four months, the nails were normal even though 
treatment had been interrupted month previously. 
Cultures this case became negative. 

Ringworm the feet was treated two patients 
with griseofulvin 250 mg. times day. 
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before treatment. 


The first patient was 44-year-old man with 
acute vesicular eruption the soles discoid patches, 
one week’s duration. The fungus smear was posi- 
tive. The culture yielded Trichophyton mentagrophytes. 
The patient was first treated with 
manganate soaks and wet dressings. Two weeks later, 
the lesions were spreading with vesiculation the 
borders. was then started griseofulvin. One 
week later the lesions were dry and squamous. Two 
weeks later further improvement was noted 
areas became less scaly. Three weeks later many areas 
were free involvement. The patient still under 
treatment. 

The second patient was 58-year-old woman with 
acute vesicular dermatitis the distal parts the 
feet six months’ duration, and widespread “id” 
reaction over the thighs and arms. Trichophyton rub- 
rum was isolated from the feet. The lesions were 
secondarily infected with Staph. pyogenes, Strep. 
zymogenes and coli. Griseofulvin was given 
dose. 500 mg. times day, later reduced 250 
mg. times day. Because the secondary infection 
she also received course tetracycline. She re- 
sponded poorly this treatment, and showed progress 
only after about five weeks griseofulvin. Improve- 
ment was rapid, however, after the patient was also 
given triamcinolone. Two months after the beginning 
treatment, she was free eruption, and fungus 
cultures became negative. 


None our patients reported any side effects 
from the drug. 


Mode Action Griseofulvin 


vitro studies have shown that griseofulvin 
disturbs the metabolism fungi direct con- 
The fungal hyphz become distorted the 
form spiral curling severe stunting. Weak 
spots appear the cell wall and frequently 
rupture. There diffusion through the 
shown the fact that hyphz contiguous with 
the inhibited zones but not direct contact with 
the drug will develop normally. This explains why 
the treatment has prolonged until the in- 
fected keratin material has been shed. 
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When given orally the drug absorbed through 
the gut, proven assays done with Cl*- 
labelled griseofulvin. not yet clear whether 
the drug absorbed its original form; neither 
clear whether excreted the urine. has 
been demonstrated however keratin material 
the dermatophytic group fungi, including Micro- 
sporon, Trichophyton and Epidermophyton species. 
ineffective against Tinea versicolor, Monilia 
and the deep fungous infections. not anti- 
bacterial antibiotic and its prolonged administra- 
tion will not disturb the normal intestinal flora. 


Toxicity 

ing that the drug very low toxicity. The median 
lethal dose rats 400 mg./kg. intravenously, and 
doses 2000 mg./kg. given intraperitoneally for 
several days are well 

However, when given sublethal doses rats 


-(100 200 mg./kg. intravenously) griseofulvin 


will arrest. mitoses rapidly growing tissues. The 
effect marked the seminal epithelium, the 
bone marrow and the intestine and also trans- 
planted carcinoma lymphosarcoma.® 

When given orally, rats will tolerate single doses 
g./kg. without adverse effects. Effective thera- 
peutic doses humans are the order 
mg./kg., that should hardly expect any 
toxic effects. Vienna found ab- 
normalities the blood picture, liver function, 
blood urea, blood sugar, sedimentation rate and 
urine patients studied during therapy. Blank 
found depression sperm counts, well 
significant change blood counts patients under 
The only side effects griseofulvin 
appear minor nature: gastro-intestinal 
complaints, sometimes headaches, which seem 
subside even though therapy continued. The rare 
case urticaria has been reported. 


Results 


The effective therapeutic dose for the average 
adult about one gram day. Some workers have 


three months after oral treatment 
| 
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been successful with even lower doses. The average 
length treatment for infections the nails would 
appear the order four six months. 
Scalp infections require from three four weeks, 
and the patient’s hair should cut order 
eliminate the infected tips. Ringworm the 
glabrous skin should also require from three 
four weeks treatment, perhaps longer when the 
thick keratin layer the feet involved. cases 
where eczematization has occurred when 
secondary bacterial infection present, the treat- 
ment should supplemented with adequate 
topical internal therapy. 


SUMMARY AND CONCLUSIONS 


clinical trial with the oral antibiotic griseofulvin 
the treatment ringworm the nails, scalp and 
skin reported. 

This drug been found very effective Tricho- 
phyton and Micresporon infections. 

stubborn and resistant cases tinea unguum, hereto- 
fore almost impossible cure, especially those infected 
with Trichophyton rubrum. While the drug effective 
all superficial cutaneous mycoses, the field 
nail infections that the results are most striking. 

From the public health point view, the advent 
effective oral antifungal agent may well help 
eradicate epidemics ringworm human subjects, 
well the reservoir domestic animals and 
cattle. 

Because its low toxicity, the temptation will 
therapeutic test. feel that such useful drug would 
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wonder whether—as has happened with other anti- 
biotics—one may not expect the development re- 
sistant strains fungi. The use griseofulvin should 
limited properly diagnosed cases, confirmed 
culture. 


wish thank the Glaxo Company for kindly 
supplying GRISOVIN (brand griseofulvin) (distributed 
UNIK Quebec) for this study. 
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RESUME 


montrée trés efficace dans 
traitement des ongles, cuir chevelu 
peau par Trichophyton Microsporon. Jusqu’a 
présent les infections unguéales rubrum étaient recon- 
nues comme rebelles presque toutes les formes traite- 
ment; nouvel antibiotique oral semble avoir raison. 
griséofulvine devrait contribuer éliminer teigne 
chez chez toxicité trés basse 
menace provoquer des abus qui pourraient produire 
souches résistantes. importe donc que son 
emploi soit aux cas correctement diagnostiqués 
confirmés par laboratoire. 


THE PRESENT STATUS 
CONTROL MANUFACTURED 
ANTIBIOTIC SENSITIVITY DISCS* 


ARNOLD BRANCH, M.D., 

STARKEY, M.D. and 
POWER, B.A., 
Saint John, N.B. and Montreal 


THE TESTING sensitivity pathogenic bacteria 
antibiotics has become necessary procedure 
hospital laboratories. The laboratory tests are for 
the purpose aiding the clinician his choice 
therapy for infections all types, since concentra- 
tions used vitro are set correspond with blood 
levels obtained vivo. 


The greater demand for antibiotic sensitivity 
tests due the increasing number antibiotics 
becoming available physicians for «use treat- 


*From the iaboratories the Department Veterans Affairs 
Hospitals, Saint John and Montreal. 


ment infections. also due the develop- 
ment resistant strains, well the great varia- 
tion the sensitivity individual strains within 
certain bacterial species. 

Studies many medical research workers the 
antibiotic field have shown that laboratory results 
and clinical response therapy can made 
show good correlation. However, there are instances 


when lack correlation reported, and one cause 


There are two basic methods common use for 
determining bacterial sensitivities antibiotics: 
(1) the serial dilution method, liquid solid 
media; (2) the agar diffusion method. The depot 
may cup, well, ditch, cylinder disc. The 
most commonly employed method the present 
time the use impregnated tablets paper 
discs, either commercially prepared home-made. 
Some these latter tests are done with single discs, 
others with sets two concentrations. Multi- 
tipped discs are also available, impregnated com- 
mercially home-made. 
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The importance controlling all variable factors 
performing vitro antibiotic sensitivity tests 
cannot overemphasized, since variations can 
affect the results the tests. Some these are: 
the size inoculum, the pH, composition, depth 
and moisture the culture medium, the length 
incubation and the rate release antibiotic 
into the agar and the rate diffusion agar. 


all these conditions are standardized for the 
various methods, comparable results may ob- 
Two very important factors, which tend 
overlooked taken for granted the agar 
diffusion method employing discs tablets, are: 
(1) The choice optimal amounts antibiotic 
for them. These concentrations must adequate 
for outlining the varying degrees sensitivity 
(sensitive, moderately resistant and (2) 
Correspondence between assayed content and 
labelled potency. 

One further cause error the interpretation 
the vitro results. “Sensitive” should mean that 
the bacteria are easily affected the antibiotic 
and treatable with ordinary dosages. “Moderately 
should indicate that the drug less 
effective against the bacteria but high dosage may 
clear the infection. should indicate that, 
even with high dosage, the drug would in- 
effective therapy. These categories may de- 
fined reading the test measuring the size 
the zone inhibition around single disc. Another 
method interpretation, using two discs 
different concentrations, consider any zone 
significant and employ its presence irrespective 
size, around the low high concentration, 
indicate the degree sensitivity. 

survey methods used Canada for anti- 
biotic sensitivity testing was undertaken 
laboratory. confirmed the fact that manufactured 
discs tablets are practically all labora- 
The disc method also used great 
extent throughout the world, since less time- 
consuming than the other methods. Discs are 
manufactured England, France, Sweden, 
Switzerland, Denmark, Poland, Germany, Czecho- 
slovakia, Japan, Hungary, Italy, Uruguay and the 
United States, well some other countries, and 
are distributed other parts the world. will 
thus seen that careful control their potency 
considerable importance, they are used 


the laboratory without preliminary assay and their 


labelled potency confidently accepted the 
actual content. 

Observations discrepant results obtained with 
discs all manufacturers selling Canada 
(United States manufacture) were made this 
laboratory several years The finding that 
the assayed potency did not always conform 
the labelled potency was confirmed the Labora- 
tory Hygiene Wide variations were 
observed with all antibiotic discs and tablets all 
manufacturers. -Extensive investigations were 
carried out both laboratories, and result, 
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1957, antibiotic sensitivity discs sold Canada 
were placed under the Canadian Food and Drugs 
Act and had meet certain 
ments before being sold this country. 1958, 
the American Food and Drug Administration, after 
receiving complaints discrepant results with discs 
used the U.S.A., made study sensitivity discs 
and tablets American manufacturers and found 
also that great many them were either over 
under labelled The United States Food 
and Drug Administration has recently taken steps 
eliminate this hazard, and ensure that manu- 
factured discs sold that country come 
carefully defined performance standards, 

the result work done both countries, 
antibiotic sensitivity discs sold Canada and the 
United States must meet standards potency, 
quality, purity and performance. Also, specified 
requirements for expiry date, packaging and 
labelling and tests and methods assay are laid 
down. recent publication from Great Britain 
indicates that penicillin tablets manufactured there 
and widely used the British Isles and other 
countries show considerable variability between 
the labelled and assayed 

view such findings, interested workers 
antibiotics other countries should encouraged 
question the reliability the discs local 
insist suitable authoritative 
controls. this can accomplished the rela- 
tively few countries which discs are manu- 
factured, international standardization antibiotic 
sensitivity discs should soon follow, since many 
these manufactured discs have distribution un- 
limited national boundaries. Then, ultimately, 
would standardization sensitivity methods 
accomplished. The obvious practical result would 
that comparable figures for.degrees bacterial 
resistance would available, and the term “re- 
sistant” strain would always mean the same. 


RECOMMENDATIONS 


Laboratories can and should control every detail 
their method sensitivity testing, regardless 
type. However, they use commercial discs, these 
too must standardized. 

standardization antibiotic sensitivity discs 
and ultimately all sensitivity methods 
accomplished, international meeting 
ested workers the antibiotic field should 
organized with the object reaching agreement 
regulations concerning methods antibiotic sensi- 
tivity testing. 


SUMMARY 


The value the antibiotic sensitivity tests the 
clinician, and the reasons for their being greater 
demand, are reviewed. 

The role the hospital laboratory and the manu- 
facturer antibiotic sensitivity discs producing 
reliable tests discussed. 


. 
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The requirements for discs sold Canada and the 
United States are outlined, well the need for 
investigation methods and similar controls other 
countries. 

Some aspects the international standardization 
sensitivity discs, and ultimately sensitivity methods, 
are discussed. Recommendations concerning this are 
made. 
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RESUME 


Les antibiogrammes gagnent aux yeux 
clinicien c’est pourquoi leur emploi augmente chaque 
biotiques employés dans ces tests ont des responsabilités 
bien déterminées degré précision que doit 
atteindre cette épreuve. Les disques vendus Canada 
aux Etats-Unis sont soumis certaines exigences exposées 
dans texte. serait opportun que les producteurs des 
autres pays soumettent semblable afin 
degré d’uniformité. Les auteurs terminent 
offrant quelques recommandations d’une standard- 
isation internationale des disques et, finale- 
ment, des méthodes d’usage ces disques. 


ALLERGY 


Winnipeg, Man. 


ALLERGY CANADA course much like that 
found elsewhere the world, and particularly 
the United States modified the 
varying flora the several sections the country, 
the climate, latitude and terrain, and the various 
occupations the people. The population 
Canada very mixed and many origins. Gener- 
ally there seems difference, allergically, 
among the many racial groups. 

The climate general temperate and, except 
the Pacific and Atlantic Coast, varies from sub- 
zero (Fahrenheit) winter very hot mid- 
summer. The cold winters cause people live 
tightly closed centrally heated houses for six 
seven months each year, These conditions perhaps 
account for the heavy incidence house dust 
sensitivity (and other environmentals such 
animal dust). Such confined living combined with 
highly mobile population also leads frequent 
waves respiratory infections which pose 
serious threat infectious asthmatics. 

Pollen allergy widespread Canada and pre- 
sents important problem, both the number 
patients and the severity symptoms. Pollen 
causes typical hay fever, pollen asthma, dermatitis 
and occasionally urticaria. There are three typical 
pollen seasons. The first, due deciduous tree 
pollen, starts April, varying time with the 
latitude and the weather and rarely extending 
beyond the end May except more northerly 


*Summary paper read the Symposium Regional 
Inter-Congress Allergology, Paris, October 


+Associate Professor Medicine, University Manitoba; 
Chief the Division Medicine and the Department 


Allergy, Winnipeg Clinic. 


regions. The most common offenders are from the 
poplar family, the elms (very commonly planted 
cities and towns), the maple, the ash and the 
oak. different regions Canada one other 
type predominates. the prairies trees are rel- 
atively uncommon, except the cities, and present 
problem. The tree allergy season short, usually 
about five weeks, but intense and may cause 
very severe symptoms. Probably the number 
cases tree pollinosis less than for grass 
weed pollinosis. 


Grass pollinosis common throughout the popu- 
lated areas, and its season usually extends from 
late May mid-July, although some scattered 
and less abundant species pollinate all summer and 
may account for few late summer cases. The 
grasses occur freely all cultivated areas, and 
those which are most prevalent include the blue 
grasses (Poa), timothy (Phleum), top 
(Agrostis) and brome grass Clinically 
the problem varies greatly each year with the 
abundance airborne pollen which is, course, 
related weather Frequent rain may 
cause huge growth grass, but the moisture 
causes the thin coated grass pollens swell, fall 
and disintegrate. Plantain widespread across 
major) which produces very little pollen 
and unimportant clinically. The English plantain 
(Plantago lanceolata) occurs some areas 
eastern Canada and may present local problems 
midsummer. 


The most important pollen problem Canada 
that due weeds. very common 
the large populous eastern central provinces 
Ontario and Quebec, i.e. the region the lower 
Great Lakes and upper St. Lawrence River. the 
lower St. Lawrence region and the Atlantic 
provinces the problem much less, but appears 
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increasing. West the Great Lakes, the weed 
problem increasing weed growth extends 
northward from the north-central United States, 
but decreases one proceeds westward and 
almost non-existent west the Rocky Mountains. 


The most important weeds are the ragweeds 
(species include Ambrosia elatior, Ambrosia trifida 
and Ambrosia psilostachya) well the marsh 
elders (Iva xanthifolia and Iva ciliata) and the 
cocklebur (Xanthium spp.). This group weeds 
the chief source trouble Ontario and Quebec 
and important Manitoba. rare the 
western prairie provinces Saskatchewan and 
Alberta, and absent from the Pacific Coast province 
British Columbia. The sages (Artemisia spp. 
occur chiefly the prairie region and are im- 


but the most common frequent 


offender this region Russian thistle (Salsola 
pestifer), which dry years major source 
trouble. 


Weed control has made little headway, and 
the country opened with roads and develop- 
ment great areas population the weed prob- 
lem increases. The ragweeds have marched west- 
ward from Winnipeg nearly 300 miles genera- 
tion, and the march appears continuing. 
Regions such Port Arthur and Fort William 
the western end Lake Superior, once hay fever 
refuges, are now invaded. The 
accidentally imported into the central plains area 
the United States, has now spread northward 
into Canada where became exceedingly abundant 
the drought years the 


Mould spores are very plentiful the air 
throughout the country. The common saprophytes, 
Alternaria, Hormodendrum, and Helminthosporium, 
occur widely the warmer months, appearing 
soon the snow leaves the ground and disappear- 
ing with the first snow blanket. There also 
wide group spores occurring with little seasonal 
variation throughout the year including Penicillium, 
the yeasts, Rhizopus, Monilia, etc. Clinical sen- 
provinces. undoubtedly accounts for the many 
cases known hay fever which symptoms start 
before the frost destroys the weeds and which 
trouble continues until snow comes November 
December. 


agricultural areas, most notably the Great 


Plains, pathogenic fungus spores such rust, smut 


and bunt are very common, varying abundance 
each year and having season about four weeks. 
While these spores are quite allergenic, shown 
first Cadham 1923 and later proven Wittich 
1937, our experience indicates that less than 10% 
the rural allergic population are affected and 
the problem relatively minor one, clinically. 

Industrial dusts are course very important 
source allergy. Perhaps the most serious these 
grain dust. This term very general one, but 
the case house dust, remarkably 
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uniform allergenically. Various things grain dust 
have been suspect, such saprophytic and patho- 
genic mould spores, but the dust itself seems 
intrinsically allergenic, This borne out the fact 
that the crushing grain, for feed milling, 
greatly enhances its allergenicity. There distinct 
variation the dusts from wheat, barley, rye and 
oats, but only degree, and generally sensitivity 
one implies sensitivity all. Grain dust allergy 
causes rhinitis, asthma and particularly severe 
form atopic dermatitis. serious problem 
farmers and those engaged the grain trade. 
also important problem near the great 
shipping grain terminals and mills, and citizens 
such cities Fort William and Port Arthur the 
head the Great Lakes often suffer from it, even 
not engaged any way the grain trade. 
Farmers, course, also suffer commonly from 
sensitivity animal and poultry dust. Animals 
create important problems homes. 

Furriers and those engaged the great fur trade 
often suffer from respiratory and skin allergy. Other 
industries also present problems the allergic 
sufferer, and among these might mention the 
pulp and paper factories and the smelters, both 
which produce highly irritant not allergic gases. 
Smog uncommon phenomenon Canada. 

Food allergy relatively common and presents 
unusual features. Fish sensitivity probably 
more common the Maritimes. Owing highly 
organized and extensive distribution system, most 
the population has highly varied diet and there 
are few notable seasonal special food problems. 
Drug sensitivity becoming more common, more 
frequently recognized, and differs little from that 
seen elsewhere. Penicillin, sulfonamides and aspirin 
continue major drug allergens. 

Canada, probable that about 60% 
respiratory allergy due inhaled and environ- 
mental allergens food, The remainder, the so- 
called intrinsic cases, high degree in- 
fectious factors. 

The population becoming highly conscious 
allergy, and this probably reflects the popular situa- 
tion the U.S.A. Multiple cases families are 
common and many people are becoming aware 
the hereditary and environmental 
Lay interest allergy seems times 
ahead that the general medical profession. 


There disturbing tendency among physicians 
for too frequent use corticosteroids allergic 
cases without adequate effort simpler and safer 
management. This probably reflects lack ex- 
perienced allergists the country and rather 
uniform neglect the subject undergraduate 
medical education. Fortunately, more and more 
systematic teaching allergy students 
appearing; least half our medical schools 
some formal instruction now being given, and 
expected that more will gradually follow this 


path 
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Much Canada has been carefully surveyed for 
airborne allergens and more will done. The 
relationship climate allergic disease often 
still obscure, although climate too often blamed 
for change the condition when 
more rational explanation found 
immediate environment. The farmer who bene- 
fited moving the warmer but damper sea level 
region the Pacific Coast may only responding 
his removal from grain animal dust weed 
pollen. Basic research into the fundamental pro- 
cesses allergy and respiratory physiology 
going forward severa] Canadian universities and 
clinical studies are also continuing 
centres. hoped that with improving under- 
graduate and graduate education and with con- 
tinually advancing knowledge the management 
allergic disease Canada will continue improve. 
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L’allergie Canada est probléme que présentent 
des hivers longs rigoureux avec chaude 
séche des habitations ainsi que les différents pollens libérés 
printemps existe trois saisons pollina- 
tion, savoir: celle des arbres feuilles caduques, d’avril 
comprenant les ormes, les érables, les frénes les 
chénes; celle des herbes, mai mi-juillet, comprenant 
(Poa), fléole des prés (Phleum), 
stolonifére les bromes, enfin, celle des mauvaises 
herbes, octobre, comprenant les ambrosies (surtout 
Grande Herbe poux), les ives (I. xanthifolia ciliata), 
lampourde piquante (Xanthium) soude roulante 
(Salsola pestifer). Les spores moisissures contribuent 
compliquer situation, fonte des neiges retour 
qui varient selon climat, géographie flore. Les 
poussiéres industrielles comme celles des céréales forment 
également une source trés importante. méme 
que dans les autres pays certains aliments médicaments 
peuvent aussi étre cause. 


Winnipeg Clinic, St. Mary’s Vaughan St., 
Winnipeg, Manitoba. 


MALIGNANT MESENCHYMOMA 
(HAEMANGIOBLASTOMYXOMATOUS 
VARIETY) FIVE-YEAR-OLD BOY* 


KIPKIE, M.D. and 
DARIA HAUST, M.D., Kingston, Ont. 


MESENCHYMOMa term which has been use 
for relatively short time. This term was coined 
1943 indicate that the tumour consists 
two more components derived from mesen- 
chyme. While the benign varieties this tumour 
occur most commonly the urogenital and 
less commonly the muscles and subcutaneous 
the malignant variety, although frequently 
encountered the urogenital tract? and 
can found anywhere the body. 

The criteria for malignant mesenchymoma are 
fulfilled when the tumour composed two 
more types, each type being malignant. Each 
type tissue derived from primitive mesenchyme, 
and none these components “can fitted into 
the standard recognized varieties sarcoma, and 
each one would have receive different com- 
pound name they were designated 
term recording all the component 

not the scope this communication 
review the subject malignant mesenchymoma, 
since this has been done recently and comprehen- 
sively several The purpose this 
mesenchymoma 
type, rather rare variety. attempt will made 


*From the Departments Pathology, Queen’s University 
and the Kingston General Hospital, Kingston, Ontario. 
Presented part the Fifty-fifth Annual Meeting the 
American Association Pathologists and Bacteriologists, 
Cleveland, Ohio, April 24-26, 1958. 


arrive some conclusion its histogenesis 
and pathogenesis, means careful morpholo- 
gical study. 


Clinical summary.—A five-year-old boy, M.L., was 
admitted August 1957, the Kingston General 
Hospital with six-week history swollen area 
the angle the mandible the left side. Further 
history revealed that was well November 1956, 
which time developed what was thought his 
parents measles, since his older sister had 
just recovered from this infection. There was, however, 
medical confirmation this diagnosis. The rash 
lasted four five days; had slight fever and 
slight cough that time. The boy did not regain his 
appetite. April 1957, was seen ear, nose 
and throat specialist, because soreness the left 
ear. The temperature was not elevated. The patient 
was treated with antibiotics, and the soreness disap- 
peared only return when the treatment was stopped. 
The antibiotics were readministered and the improv- 
ment lasted this time only for few days. became 
listless and tired, and refused play. was then 
seen the out-patient department the Kingston 
General Hospital, May 1957, where was noticed 
that the mesenteric lymph nodes were enlarged. 
responded antibiotics for short period only. The 
lymph nodes disappeared, but since the tiredness and 
listlessness returned, was admitted the hospital 
June for investigation. Two days after admission, his 
left parotid region was noted swollen but all tests 
performed were negative. was sent home when the 
diagnosis mumps was made. Since the swelling still 
persisted five weeks later, enlarging night, and the 
child suddenly developed left-sided strabismus, 
was admitted August 1957, Kingston General 
Hospital. The functional enquiry revealed that the 
child had recently suffered from nightly headaches, 
lasting for minutes and located the central 
frontal area. examination, the significant finding 
was the stony hard mass the left side the face 
over the parotid area. was slightly tender, smooth and 
regular. the inside the mouth there was sug- 
gestion swelling the left side the posterior 
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Fig. 
Fig. 1.—Tumour consists two distinct components, 

vascular and myxomatous (light grey photograph). 

31. 


Fig. 2.—Another area tumour showing the predom- 
inantly myxomatous components (slightly basophilic the 
section, light grey photograph). few delicate con- 
nective tissue fibres (yellow slide, darker grey photo- 
graph) and few cells are seen scattered throughout the 
loose tissue. 31. 


Fig. Fig. 
Fig. 3.—Higher magnification Fig. shows that the 
cellular elements the myxomatous component are stellate 
and bizarre. this section the loose matrix (light grey 
photograph) gave positive staining reaction with Alcian 


Fig. 4.—The vascular component seen consist 
few larger and numerous small channels. addition, in- 
numerable clumps cells are present. 
saffron; 102. 
wall the pharynx. There was left sixth nerve 
paralysis and, view the absence any signs 
central nervous system disease, was considered that 
this represented direct tumour invasion, probably the 
temporal x-ray examination revealed consider- 
able destruction the ramus the left mandible 
large, soft tissue mass. 

Biopsy was carried out August 10, and opera- 
tion the x-ray findings were confirmed, that the 
ramus the mandible appeared have been com- 
pletely destroyed and replaced soft, greyish-white 
tumour tissue. 

Microscopic examination.—The tumour was composed 
two distinctive types tissue (Fig. 1). The one was 
predominantly loose myxomatous matrix (Fig. 
containing scanty cellular elements bizarre, star- 
like shape, similar myxoblasts. This loose myxoma- 
tous matrix gave positive staining reaction with 
Alcian blue (Fig. 3), thus indicating acid mucopoly- 
saccharide-rich stroma. Embedded this intercellular 
substance was the other component the tumour. 
consisted numerous vascular channels varying 
size and content (Fig. 4). Some these channels 
contained blood; others contained for the most part 
faintly eosinophilic, protein-rich fluid. remarkable 
feature these vascular spaces was the 
absence well-developed vessel wall, the latter 
casionally some dense connective tissue fibres, 
without formation, however, complete basement 
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Fig. 
Fig. 5.—The vascular lumen (top photograph) limited 
wall which consists only few strands connective 
tissue (dark grey photograph, yellow slide) lined in- 


endothelial cells. Heemalum-phloxine-saffron; 


244, 


Fig. 6.—Radiating from larger vascular channel are 
single and groups cells having dense chromatin mass. 
Their number decreases away from the lumen the 
myxomatous matrix increases volume. Heemalum-phloxine- 
saffron; 102. 


membrane (Fig. 5). Surrounding these vascular channels 
were “cells”, which were most abundant the im- 
mediate vicinity the larger vascular spaces and which 
decreased gradually number the greater the distance 


from the vascular space (Fig. 6). These “cells” were 
two varieties. They were either small with single 


and consistently containing “vacuole”, 


they appeared the giant cell type. the 
small cells, was difficult determine where this 
“vacuole” was situated, times seemed 
were within cytoplasm pushing the nucleus eccentric- 
ally, but was also seen times within the 
nuclear mass. However, here too the main mass 
chromatin was pushed aside, leaving only rim 
the chromatin substance enclosing the “vacuole” from 
the opposite side (Fig. 7). the other hand, the large 
formations which created first the impression being 
giant cells were composed deeply eosinophilic cyto- 
plasm and nuclear masses always placed the very 
periphery. was unusual that the chromatin masses 
were pushed such extreme position the peri- 
phery give the impression being situated 
distinctly outside the cytoplasm (Fig. 8). Also, 
closer examination, the “cytoplasm” some these 
“giant was not homogeneous but seemed 
composed closely packed, round small corpuscles. 
was for this reason that thought were dealing 
with vascular channels rather than giant cells. Special 
stains confirmed this impression. 


Fig. 7.—A higher magnification the cellular component 
Fig. discloses the presence numerous 
within the cytoplasm well the nuclei. Note the 
bizarre chromatin masses. 


Fig. 8.—Some the cells have the appearance giant 
cells with intensely eosinophilic cytoplasm (dark grey 
photograph, red slide) and numerous dense nuclei which 
are placed eccentrically. One these giant cells (upper half 
the photograph) has three small ‘‘vacuoles’’ its cyto- 
plasm. Heemalum-phloxine-saffron; 410. 
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Fig. Fig. 


Fig. 9.—The tissue rich silver-positive coarse and 
delicate reticulum fibres, many which outline the 
shown Fig. Foot’s modification Hortega’s 
silver carbonate method; 244. 


10.—Higher magnification Fig. shows that the 
giant cells are reality vascular spaces. Two red blood 
corpuscles: are seen the right lower corner. 
modification Hortega’s silver carbonate method; 


culum fibres outlined these vascular spaces (Fig. 9), 
thought previously giant cells. higher magni- 
fication (Fig. 10) could seen that these vascular 
spaces surrounded black, silver-positive reticulum 
fibres contained red blood cells few areas. When 
stained with Alcian blue-PAS (periodic acid-Schiff)- 
these vascular spaces were out- 
lined incomplete PAS-positive basement mem- 
brane, and the content, which seemed homogene- 
ous routine stains, proved many areas small 
round corpuscles. These stained deep yellowish- 
orange, similar the staining red blood cells with 
this technique (Fig. 11). The eccentric clumps 
chromatin proved the nuclei very anaplastic 
lining cells the vascular spaces. Some the vascular 
channels contained red blood homogen- 
eous, proteinous material. nucleoli and only 
occasional mitotic figure could seen. few areas 
necrosis and were present the loose, 
myxomatous stroma. 


trying establish the mode the development 
these vessels, were able trace the primitive 
lumina their early stage formation. primitive 
mesenchymal cell nucleus mesenchymal cell) (Fig. 12) 
appears curve itself. thins out and the thinned 
ends chromatin meet, thus enclosing the previously 
ill-defined cytoplasm the mesenchymal cell. Pre- 
sumably this enclosed cytoplasm liquefied, forming 
primitive channel which times was filled with primi- 
tive blood plasma. alternative way which the 
vessels form was seen where several the primitive 
mesenchymal cells (mesenchymal angioblasts) con- 
glomerated form “giant cell” (Fig. 8). Here the 
central eosinophilic portion was liquefied gradually and 
this resulted the formation tube filled with 
liquefied proteinous material. Just how these primitive 
channels abutted produced continuous vessel could 
not seen this study. 


The nature the numerous “vacuoles” was apparent 
from these observations. They represented different 
giant cell, described above. 


Since the study showed the tumour composed 
two unrelated constituents 
and myxomatous) derived from primitive mesenchyme, 
and since both components exhibited 
perties, seemed appropriate apply the name 
malignant mesenchymoma. 


~ 


Fig. 11.—In this staining technique, the cor- 
puscles are stained very brightly (deep yellowish-orange 
slide, black the photograph). They are seen vascular 
channels partly outlined PAS-positive material (pur- 
plish-red slide, dark grey photograph). Alcian blue- 
410. 


Fig. 12.—A mesenchymal angioblast having plump, 
abundant chromatin mass and scanty, ill-defined cytoplasm 
seen the right lower corner curving slightly. This curv- 
ing around its own axis seen more advanced the 
cell the extreme left and seems completed with 
closure thin chromatin rim the cell the top the 
photograph. The cytoplasm this cell dark grey and 
completely embraced chromatin mass, which more 
abundant the right. Finally, the cytoplasm becomes com- 
pletely liquefied, giving rise small lumen seen the 


The child died home five months from the onset 
symptoms. Unfortunately autopsy was not per- 
formed. 


Both the benign and malignant variety mesen- 
chymal tumours confined only the 
urogenital and the mammary but 
can occur almost anywhere the 
where both derivatives the mesenchyme, whether 
somatic visceral mesoderm, 

very attractive theory the origin the 
blood channels offered and 
Mollier Gloggengiesser, They feel that 
there are two possibilities origin for any blood 
vessel forming extrauterine life: either from 
reticulum (i.e., dysontogenetic) from 
pre-existing endothelium which has the ability 
(and potentiality) “convert” itself into un- 
differentiated reticulum which turn forms not 
only blood vessels but also blood corpuscles, con- 
nective tissue, etc. Although these authors not 
define the term “reticulum”, one certain that 
this term their usage synonymous with undif- 
ferentiated (primitive) mesenchyme. 

recent report malignant mesenchymoma 
arising the scar thermal might indicate 
that the origin these tumours not necessarily 
dysontogenetic indicated McFarland’ but 
that they arise the course regeneration which 
follows severe injury. our case, however, 
would appear that the age the patient and the 
fact that was born elderly parents (approx. 
55-60 years age), favour dysontogenetic origin. 

The morphological appearance the tumour 
our case similar that the case reported 
Donovan and one the cases 
reported and Case the series 
reported Changus, Speed and even 
though the latter authors preferred call their 
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tumour malignant angioblastoma rather than 
malignant mesenchymoma. They maintain that 
the myxomatous component the tumour the 
end stage degenerating neoplastic angioblasts. 
However, feel that the abundant myxomatous 
tissue with numerous myxoblasts present 
equal and separate component (Figs. and 
rather than product degeneration. 

accordance with Sabin® were able 
trace the formation vascular channels either 
within single cell (mesenchymal angioblast) 
(Fig. 12) group cells where the nuclei 
were placed the periphery the clump 8). 
Blood plasma and red blood corpuscles could 
seen these newly formed channels. 


SUMMARY 


old boy described. grew rapidly the left 
mandibular region, destroying the ramus and causing 
death five months after its onset. consisted 
and myxomatous component, 
both exhibiting malignant properties, and was most 
probably dysontogenetic origin. Detailed 
described and discussed. 


should like thank Dr. Bingham, Professor 
and Head the Department Surgery, and Dr. 
Bryans, Assistant Professor for their kind 
permission publish this case. 
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THECA CELL TUMOUR 
THE OVARY 


BARR, M.B., Ch.B., M.R.C.O.G.,* 
Edmonton, Alta. and 

MacVICAR, M.B., Ch.B., 
Glasgow, Scotland 


THE OVARIAN theca cell tumour thecoma 
relatively rare neoplasm, just over 150 having been 
recorded since the original description 
and years ago. The thecoma closely 
related histogenesis the granulosa cell tumour; 
and elements the one type cell may found 


*Honorary Sessional Instructor, Department Obstetrics 
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Registrar, Department Obstetrics and Gynecology, 
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Fig. 1.—Portion specimen removed operation show- 
ing ovary with theca cell tumour (Case 1). 


what predominantly tumour the other 
cell type. This mixing and granulosa 
cells undoubtedly accounts for the varying esti- 
mates incidence found the literature 

Tumours reported vary from few millimetres 
diameter large neoplasms considerable 
They are rarely bilateral. 

Malignancy less common than granulosa 
cell tumours and occurs about per cent 
Despite innocent histological appear- 
ance, there some risk recurrence and 
metastasis even many years after apparent complete 
surgical 

Thecoma has been found females all ages 
from one upwards, but the majority occur 
post-menopausal women, whom they typically 
produce evidence cestrogen production the 
form post-menopausal bleeding. 
the tumour may cause the onset precocious 
pseudopuberty. During the reproductive years there 
may alteration the cycle such 
one would associate with excess The 
tumours have been reported during 

Despite the usual occurrence cestrogenic 
effects, has published evidence 
androgen production the theca cell, and patients 
showing signs virilism have been 

Endometrial carcinoma may accompany 
ovarian cestrogenic tumour, and found this 
more frequently with thecoma. Benign endometrial 
hyperplasia common, but the histological pattern 
can atypical that differentiation from car- 
cinoma far from easy. 

Although thecoma rare cause post- 
menopausal one the authors 
has had personal knowledge three such patients. 
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Fig. 2.—Operation specimen, from Case showing theca 


tumour the ovary. Endometrial and myometrial 


thickening also evident. 


1.—A 55-year-old woman, para complained 
three days’ bleeding December 1953. The meno- 
pause had occurred seven years previously. The 


bleeding was similar amount her normal men- 


strual loss but several small clots had been passed. 
She had further complaints but admitted 
occasional brownish vaginal discharge since the meno- 
pause. 


She was healthy woman with abnormality 
general physical examination. The blood pressure was 
140/100 mm. and the hemoglobin value 
per 100 ml. Vaginal examination revealed 
slightly bulky for her age but other obvious pelvic 
abnormality. 


Total hysterectomy and bilateral salpingo-oopho- 
rectomy were performed without preliminary curettage. 


uterus was cm. long 
and contained endometrial polyp 3.5 cm. length. 
The left ovary was atrophic and the right contained 
cream-coloured tumour occupying more than half its 
substance. 


endometrium was thin 
secretory, with hyperplastic changes the glands. 
The endometrial polyp consisted fibrosed stroma 
with hyperplastic glandular epithelium. 
congestion was present the tip the polyp. The 
right ovary showed thecoma with margin hyaline 
tissue and formed interlacing spindle-shaped cells 
and hyaline deposits. 


The patient had convalescence. 


Vaginal smears taken few days after operation 
showed considerable glycogen staining and eosinophilia 


Fig. 

Fig. 3.—Section shows theca cells ovarian tumour from 
Case and eosin; 250. 

Fig. shows theca cells ovarian tumour from 
Case Hemalum and eosin; 250. 


~ 


Fig. 5.—Section from ovarian tumour Case showing 
bundles theca cells among bands connective tissue. 
Heemalum and eosin; 250. 


rather basal type cell. Smears taken six weeks 
later showed much less glycogen activity. was 
possible follow this case for and 
during this time she remained well, with evidence 
tumour recurrence. 


2.—A 53-year-old woman presented August 
1955, complaining three months’ post-menopausal 
bleeding. She was gravida one pregnancy having 
ended six-month abortion and the other tubal 
pregnancy. The menopause had occurred two years 
previously, and six months later she began have 
brown vaginal discharge, gradually increasing 
amount until frank bleeding was occurring three months 
before her admission. The bleeding had been con- 
tinuous but never heavy. 

She looked healthy, and abnormality was noted 
general examination. Her blood pressure was 
130/80 mm. and the hemoglobin value was 10.5 
per 100 ml. Pelvic examination revealed normal- 
sized uterus, and cystic mass cm. diameter 
was felt through the right fornix. Laparotomy exposed 
semi-solid, yellowish right ovarian cyst. The uterus, 
right tube and both ovaries were removed. 

Pathological uterus and left ovary were 
normal. The right ovary was replaced solid tumour, 
7.5 cm. diameter and consisting orange-yellow 
tissue within thin capsule. 

endometrium was atrophic, with 
few dilated glands. The ovarian tumour was fibrous 
type thecoma with thin capsule normal ovarian 
tissue. 

The patient made uneventful recovery. Two 
weeks after operation she complained occasional 
hot flushes, and these disappeared during the next two 
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months without treatment. When last seen one year 
after operation, she was good health and 
abnormality was noted pelvic examination. 


These two patients were seen the department 
obstetrics and Stobhill General 
Hospital, Glasgow. The third patient was referred 
from the Alberta Cancer Clinic, 


3.—This patient, aged and para 10, had 
her last menstrual period nine years previously. She 
complained vaginal bleeding for eight months, inter- 
mittent first but continuous for three months and 
increasing amount. She had recently lost 
weight. 

She was obese woman with blood pressure 
160/90 mm. and hemoglobin value 
per 100 ml. Pelvic examination was difficult owing 
her obesity but the uterus was felt considerably 
enlarged and soft. 

November 1958, fractional curettage and 
cervical biopsy were performed and large quantities 
friable-looking material were obtained 
uterine cavity. These curettings showed endometrial 
hyperplasia and cystic glandular dilation but 
malignant changes. 

week later, total hysterectomy bilateral 
salpingo-oophorectomy were performed. operation 
the left ovary was noted the seat firm, pale 
yellow tumour. 

cm. and weighed 250 The myometrium was con- 
siderably thickened and the cavity showed evidence 
recent curettage and contained friable grey material 
the fundus. 

Histology.—The left ovary was cm. diameter and 
consisted interlacing bundles broad spindle cells 
separated bands connective tissue. Mitoses were 
rare. Fat stains showed fat granules scattered the 
cytoplasm some the spindle cells and this finding 
suggested diagnosis thecoma rather than fibroma. 

The patient’s recovery’ was delayed ruptured 
abdominal wound which healed satisfactorily after 
resuture. 


SUMMARY 


Three patients are described, all whom presented 
with the leading symptom post-menopausal bleeding. 
each case appeared that this symptom was the 
end result cestrogen production ovarian theca 
cell tumour. 
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CAVERNOUS TRANSFORMATION 
THE PORTAL VEIN 
VERA* 


LEACH, M.D., M.Sc. and 

WHITELAW, M.D., F.R.C.P.[C], 
Vancouver, B.C. 


vera frequently complicated 
vascular accidents. These may 
thrombotic. The cause obscure. 
Low fibrinogen levels and defects clot retraction 
have been demonstrated. possible also that 


distension blood vessels and impair- 


ment nutrition the intima may play some 
The cause thrombosis equally obscure. In- 
creased number platelets, increased viscosity 
the blood and impaired nutrition the vascular 
endothelium due mechanical distension may all 
contribute. Clinical evidences thrombosis are 
usually associated with obstruction larger 
arteries the brain, heart intestinal tract.? Less 
frequently, venous thrombosis may the cause 
intra-abdominal The present case 
report concerns patient with polycythemia vera 
who during the course her illness developed 
symptoms portal obstruction and who opera- 
tion and autopsy was found have cavernous 
transformation the portal vein. 


40-year-old white woman was referred 
Dr. McMurtry Vernon, B.C. She had first noted 
painful mass right upper quadrant her 
abdomen 1955. The pain was worse after walking 
and working but not after eating. was constantly 
relieved aspirin and codeine. For five years before 
the onset this pain she had noticed that warm 
bath would induce burning and itching her skin 
which would persist for minutes. 

There was family history blood disease. She 
had had five pregnancies which three were still- 
births after six months’ gestation. During her second 
pregnancy, she had one. convulsion and after her last 
she had moderately severe hemorrhage. From early 
adolescence, she had suffered from migrainous head- 
aches. 

was found initial examination that her liver 
extended cm. below the right costal margin 
the lateral border the rectus, and her spleen ex- 
tended similar distance below the left costal margin. 
The retinal veins were engorged. The hemoglobin 
value was 16.8 The red blood cell count was 6.27 
million per c.mm. The white cell count was 15,650 
per c.mm. and the erythrocyte sedimentation rate was 
mm. one hour. Venesection performed five times 
over three-month period partially relieved her pain 
and lowered her hemoglobin level 9.3 

admission the Vancouver General Hospital 
the above findings were confirmed and she was found 
also have slight her lower legs. Results 
liver function tests were normal, The 
level was 11.2 and the red cell count 5.4 million. 


*From the Department Pathology, Vancouver General 
Hospital, and the Department Medicine, The University 
British Columbia, Vancouver, B.C. 
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Fig. 1.—Splenoportography showing dilated collateral portal 
vessels. single portal vein evident. 


The red cells were microcytic and hypochromic. The 
platelets numbered 780,000 per c.mm. The white blood 
cell count was 13,800 and the sedimentation rate was 
mm. one hour, The bone marrow showed in- 
creased cellularity and many megakaryocytes. The 
red cell mass determined with was 1280 
ml, compared with expected normal 1320 ml., 
and the plasma volume was 3070 ml. compared with 
expected normal 1830 ml. These findings were 
interpreted indicating polycythemia with the red 
cell mass reduced venesection. Splenic aspiration 
showed abnormality. X-ray examination the 
cesophagus, stomach and duodenum was negative. She 
was treated with 600 x-irradiation over her spleen, 
with some relief discomfort. 


During the next six months her hemoglobin level 
rose and her red cell count 6.2 million. 
Her white cell count varied between 10,000 and 
20,000. October 1956, the red cell mass had risen 
1630 ml. and the plasma volume had fallen 
2060 ml. She was again treated x-irradiation over 
both liver and spleen and was given iron mouth. 


For the succeeding months her clinical con- 
dition was stationary and the pain, while almost 
constant, was bearable. Her level was 
examination blood and bone marrow October 
1957 was essentially unchanged. Results blood 
volume studies were similar those year before. 
X-ray examination stomach and duo- 
denum was again negative. Splenic aspiration now 
yielded megakaryocytes and other myeloid elements. 
punch biopsy the liver showed normal liver tissue. 
cone biopsy the cervix showed chronic cervicitis. 
After this procedure she bled briskly for two days. 


April 1958, she contracted upper respiratory 
infection and over period one week her weight 
increased lb. accompanied inch (7.5 cm.) 
increase girth. She was found have ascites and 
her lower extremities. She had 
cardiomegaly increase venous pressure. 
Re-examination her blood and bone marrow showed 
significant changes from those noted previously. 
Except for serum globulin 2.5 results 
liver function tests were normal. She was considered 
have developed splenic portal vein obstruction. 
With bed rest, salt restriction and diuretics she lost 
and felt improved. 


Fig. 2.—Barium swallow showing extensive cesophageal 
varices. 


For the next four months she was able resume 
her household activities, but August 1958 the 
ascites rather abruptly increased amount and she 
was readmitted hospital. She was now obviously 
wasted. The distension the abdomen interfered with 
breathing but were signs heart failure. The 
liver extended cm. below the right costal margin and 
the spleen cm. below the left costal margin. Both 
were firm. 

The level had risen 17.1 the 
red cell count 6.9 million. The cells were slightly 
microcytic. The packed cell volume was 56%. The 
white cell count was 16,450, which 16% were staff 
cells. The numbered 1,120,000. The bone 
marrow was again hypercellular. Liver function tests 
were unchanged. The venous pressure measured 
the right antecubital vein was cm. citrate and 
rose briefly cm. with pressure over the liver. 

Visualization the portal bed was accomplished 
injection 70% Diodrast into the spleen (Fig. 1). 
This showed remarkable hypertrophy and tortuosity 
the veins the portal area, without revealing any 
one vein which could interpreted the portal vein 
itself. The Diodrast remained the liver for eight 
seconds, indicating intrahepatic obstruction. The films 
were interpreted showing cavernous transformation 
the portal vein. Injection Diodrast into the in- 
ferior vena cava outlined apparently normal vessel. 
X-ray examination the cesophagus with barium 
showed large and numerous varices (Fig. 2). 

Her ascites did not respond treatment, and 
October 1958 laparotomy was undertaken with the 
hope effecting anastomosis between the portal 
and caval systems. Many large tortuous venous chan- 
nels were encountered but none was suitable for 
establishing shunt. The spleen, which weighed 740 g., 
was removed. 

Her postoperative course was satisfactory for about 
one week. Her platelet count rose 3.6 million and 
her white cell count 51,800. She then developed 
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Fig. 3.—Collateral portal veins are shown around the 
fibrosed, stenotic portal vein. The left lobe the liver 
exhibits granular surface over the fibrotic tissue. ac- 
cessory spleen present the tail the pancreas. 


signs mesenteric thrombosis and, spite vigorous 
therapy designed maintain fluid and electrolyte 
balances, she died the 21st postoperative day. 


Autopsy Findings: 

General examination showed the left paramedian 
surgical incision intact despite severe abdominal 
distension. The body appeared pale but the 
showed faint icteric tinge. 

Each pleural space contained about litre straw- 
coloured fluid. The lungs were crepitant and slightly 
The branches the pulmonary 
arteries both lungs contained numerous ante- 
mortem thrombi, measuring mm. diameter 
infarction was seen. 

The heart weighed 200 g., and both and the peri- 
cardium were normal. The coronary vessels showed 
minimal atheroma and were patent. 

The abdominal cavity contained four litres clear 
yellow ascitic fluid. The vessels the abdominal wall 
were dilated and thin-walled, especially around the 
umbilicus and falciform ligament. Large submucosal 
cesophageal varices were present, but there was 
evidence ulceration rupture this vicinity. There 
was ulceration the stomach Just 
distal the third part the duodenum, the jejunum 
was dark blue colour and friable consistency, and 
contained jelly-like blood clot the lumen for dis- 
tance cm. The proximal and distal aspects 
this infarcted area were sharply delineated. The 
mesenteric veins along the border the affected area 
contained firm,, grey, antemortem thrombus. The 
larger venous branches the mesentery appeared 
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normal. Internal were the only other 
feature note the bowel. The greater omentum 
was adherent the umbilicus and showed dilated 
veins over its entire extent. 

The liver weighed 1200 The left lobe and 
peripheral edge the right lobe presented nodular 
granular surface. The area the liver ap- 
peared smooth and was normal colour. cut 
section the left lobe the liver showed dense thick 
band fibrous tissue, pale grey colour, cm. wide 
around the periphery. The central area the liver 
was spared and appeared normal. The liver paren- 
chyma underlying the nodular surface was composed 
dense fibrous tissue. The gall-bladder was small and 
empty but the wall was thick and fibrotic. The bile 
ducts were patent. The large hepatic veins were patent. 

The portal vein was represented fibrotic cord 
with isolated occlusions separated small but patent 
vein lumina. The wall was thickened along the entire 
length. the lesser omentum and the porta hepatis 
there was network tortuous, thin-walled veins 


which collapsed dissection was attempted, making. 


isolation impossible. These vessels surrounded the 
portal vein and entered the liver the porta hepatis. 
Large branches were traced the stomach and 
duodenum. The splenic vessels were occluded distally 
ligature and contained antemortem thrombus 
(see Fig. 3). 

fibrotic accessory spleen cm. diameter was 
found the tail the pancreas, which was otherwise 
normal. Both adrenals appeared normal, and patho- 
logical entities were found the kidneys lower 
urinary system. The pelvic vessels contained 
thrombi. The genital system was normal. The inferior 
vena cava was patent, Antemortem thrombi were 
present the popliteal veins. 


Microscopic Examination: 


Sections through the lungs disclosed only severe 
congestion but evidence pulmonary infarction. 
The proximal jejunum, however, showed evidence 
infarction with antemortem thrombi adherent the 
intima the mesenteric veins. 

Section through the portal vein and collaterals dis- 
closed fibrous thickening the vessel wall with organ- 
izing thrombus the lumen. The collaterals were 


thin-walled, empty and various stages collapse 
(Fig. 4). 
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Fig. 5.—Photomicrograph liver showing thrombus 
the hepatic vein upper right-hand corner. Fibrosis and 
proliferating bile ducts are clearly shown. 110. 


The liver showed dense, fibrous bands separating 
‘groups liver cells and proliferation bile ductules. 
Some the hepatic veins contained antemortem 


thrombi (Fig. 5). 


The diagnosis vera this in- 
stance rests the following points. The presence 
globin value and red cell count and the high 
circulating red cell mass. cause for secondary 
such severe heart lung disease 
was discovered, Finally the abnormal proliferation 
the marrow elements and the persistent leuko- 
cytosis and thrombocytosis indicate 
mechanism was generally affected, 
and the disease was manifestation diffuse 
myeloproliferative process. 

Cavernous transformation the portal vein re- 
fers the replacement the main portal venous 
channel into the liver mass tortuous veins 
situated the free margin the lesser omentum 
and the porta 

The condition usually seen infants and 
young children without intrinsic liver disease and, 
such circumstances, may represent angio- 
matous abnormality.* Various pathogenetic mechan- 
isms portal vein occlusion are referred the 
literature. general, they concern the production 
extrahepatic portal bed blockage.and, 
result this, cavernous transformation the 
portal vein may develop. extension the nor- 
mal obliterative process the umbilical vein and 
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ductus venosus may occur the time birth 
include the portal vein there may congenital 
hypodevelopment the portal vein system (Cru- 
ties include congenital abnormalities angiomata 
the portal vein inferior vena occlusion 
the portal vein following abdominal trauma, 
pylephlebitis tumours inflam- 
mation the pancreas the lymph nodes causing 
extra-luminal compression the portal vein,’ 
thrombosis the portal vein? and thrombosis 
the portal vein 

Gibson and detailed report, pre- 
sent cases where doubt exists that cavernous 
transformation may the end result acquired 
occlusion the portal vein. Our case seems more 
readily explained this hypothesis than postu- 
lating developmental anomaly hamartoma. 

The mass thin-walled vessels which the 
cavernous tissue composed results from com- 
pensatory dilatation the accessory portal veins 
from Glisson’s capsule, the lesser omentum, the 
gall-bladder, the- bile ducts and the 
ligament. Ordinarily, these small veins empty into 
the portal sinus. Just collaterals develop else- 
where the body when the main venous channel 
occluded, the accessory portal veins develop 
by-pass the obstructed The marked dis- 
tension accessory portal veins due their 
anatomically exposed position. There firm 
supporting tissue the porta hepatis prevent 
the wide dilatation. Part the cavernous tissue 
may due recanalization thrombus the 
portal vein proper. Despite the massive enlarge- 
ment the collateral channels, the efficiency 
functioning portal vein not approached, Appli- 
cation Poiseuille’s law indicates that the col- 
lateral bed has enormous achieve the 
functioning capacity normal portal 

The evidence the cases Gibson and Richards 
indicates that considerable time may elapse be- 
tween occlusion the portal vein and formation 
the cavernous However, with complete oc- 
clusion the portal vein, cesophageal varices de- 
velop few days several cavernous 
transformation the portal vein, there does not 
appear one massive obstruction but, rather, 
series small thrombotic episodes. These are 
usually not accompanied any dramatic clinical 
event, indeed they cause symptoms all. This 
also borne out our case which cesophageal 
varices were not present initially and yet, few 
months later, were shown have developed with- 
out the patient’s having experienced any new 
symptoms. 

portal vein may represented firm 
fibrotic functionally closed vessel, our case, 
may spongy recanalized vessel con- 
tributing the cavernous 

Ascites not usual accompaniment caver- 
nous transformation the portal has 
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been shown experimentally, Schilling 
that simple occlusion the portal vein dogs 
not attended the formation ascites. Even 
partial and complete occlusion the portal vein 
and inferior vena cava just below the liver but 
above the kidneys did not produce ascites. the 
inferior vena cava partially occluded above the 


-liver, ascites forms but does not persist. However, 


stasis the hepatic veins may cause the formation 
ascites which persists over long period time, 
associated closely with sodium retention, the 
mechanism which not yet 

has also been shown clinically that extra- 
hepatic blockage the portal system does not 
cause ascites. Ascites, when occurs with portal 
hypertension, usually indicates intrahepatic fibrosis 
and Fig. shows the extensive liver 
fibrosis and the thrombi the hepatic vein found 
the left lobe the liver. This fits well with 
the previously mentioned considerations regarding 
the cause the ascites. 

Patients having portal hypertension due extra- 
hepatic portal occlusion have normally function- 
ing liver and are good risks for shunt procedures. 
The most serious surgical risks are those cases 
which the plasma albumin level below per 
100 ml. with ascites that fails respond medical 
therapy, and which also have cephalin 
flocculation tests and depressed prothrombin ac- 
tivity that does not respond vitamin therapy. 
The good surgical risks have plasma albumin levels 
above per 100 ml., ascites, bromsulphalein 
retention below 10% minutes and 
thrombin activity within four seconds normal 
(50% 

This case showed impairment liver func- 
tion and so, except for the hazard imposed the 
have been good risk. 

Portal venography has been used diagnostic 
adjunct cases portal vein occlusion since 
Two methods are currently 
splenic portography, the dye injected directly 
into splenic sinusoids and series films taken 
the alternative method, requires small laparotomy 
with exposure portal vein radicle into which 
the dye injected. This followed series 
rapid films splenic Splenic 
portography was done our case, and the many 
tortuous vessels the cavernous mass are clearly 
shown Fig. The cesophageal varices not 
appear this film and were demonstrated with 
subsequent barium swallow examination (Fig. 2). 


SUMMARY 


case vera which ascites, portal 
hypertension and cavernous transformation the 
portal vein developed presented. 

After splenectomy, the patient developed terminal 
mesenteric thrombosis with infarction the bowel. 

Current concepts cavernous transformation the 
portal vein are discussed. 
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SHORT COMMUNICATION 
INBORN ERRORS(?) METABOLISM 
HARRY BAKER, M.D., Vancouver, B.C. 


MEDICAL TEACHING and medical practice are based 
miscellany knowledge which has accumu- 
lated through the ages. There modicum 
homogeneity this knowledge because relates 
one factor, man, the organism within his en- 
vironment. This the only factor which lends 
any cohesive quality. The actual knowledge how 
man functions within his environment and how 
these functions relate each other sparse. More 
recently, with the influence scientific disciplines, 
factual knowledge has been added more rapidly 
than ever before. The searchers concentrate 
much the tiny bit they seek that they tend 
forget that the ultimate goal all this searching 
the biological understanding special organ- 
ism—man, and how functions his environment. 
This ecological concept must seen not only 
space but also time, took man long time 
travel the various stages did before arrived 
his present form. 

Man’s descent biological phenomenon 
seldom considered seriously enough medical 
teaching medical thinking. Some medical re- 
searchers seem ignore it. Recently with the 
newer knowledge genetics and body chemistry 
and their various possible functions, have begun 
hear more about new diseases and their probable 
underlying causes. becoming more obvious 
result this intensive research that are 
hearing for the first time about previously un- 
known diseases man. These diseases are prob- 
ably due lack malfunction recently dis- 
covered enzymes. The illnesses described this 
group are inherited and are present the indi- 
vidual from birth early infancy. The name ap- 
plied this group illnesses “inborn errors 
metabolism.” Garrod first used this title over 
years ago describe group rare conditions 
which had studied. His clinical understanding 
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and acumen anticipated much that now being 
said about these illnesses. 


The phrase “inborn errors metabolism” 
being used very freely the medical literature and 
becoming almost catch-phrase. Many newly 
described syndromes seemingly due enzymatic 
disturbance are being considered under this head- 
ing. This always happens when new idea comes 
the fore. was five decades before this one 
found its place. This failure recognize earlier 
the value good clinical study probably not 
What important that has not 
been noted that the phrase “inborn errors 
metabolism” misleading title for the body 
thought presents. 


People, order communicate their thoughts 
each other quickly, have learned develop 
words phrases which become symbols for their 
ideas. When these symbols are used often enough, 
time the meaning the symbol becomes crystal- 
lized and becomes new whole. When symbol 
thus evolved reaches this stage its development, 
its original meaning becomes modified new 
shades meaning are added the people 
who use it. These catch-phrases make for ease- 
communication superficial They are 
value the thinking individual because knows 
their genesis and their context. When the rela- 
tively non-thinking individual uses these symbols 
and catch-phrases main channel communi- 
cation, his thinking stultified because his ig- 
norance thinks saying more than is. 
This misuse scientific knowledge carried 
readily into non-scientific literature. Means com- 
munication are now readily available that 
“scientific” data reach many levels thought and 
soon these catch-phrases are found the lay 
writing, with varied meanings depending the 
interpreter question. Several ideas which have 
come through this cycle readily come mind— 
“allergy”, “psychosomatic”, “stress”. The phase “in- 
born errors metabolism” would appear 
slated for this end. Since this so, would 
wise change that more correctly presents 
what stands for. think Darwin’s theory 
and its biological connotation relation man, 
cannot accept the phrase “inborn errors 
metabolism”. 

Nature evolved many developmental patterns 
through the zons, the various organisms which 
were produced. Man, the highest the organisms, 
reflects these patterns one way another. 
heterogenous conglomeration these. Some 
these patterns development uses well. 
Some are less advantageous. Man, with all his wis- 
dom, understands very little nature’s biological 
laws. has only recently, dimly, become aware 
that which is, and whence came, Can man 
then label error that which does not under- 
stand? The huge biological pattern which 
very small part mystery him. Those factors 
which are disadvantageous him, must try 
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understand their true context, not only they 
affect him. While true that man, the individual, 
can only see things they affect him and see him- 
self relation others and his environment, 
man, the scientist, order understand the bio- 
logical pattern. must think beyond these boun- 
daries. not long since the scientist that 
day believed that the earth was the centre the 
universe. Darwin more recently has shown that 
man the organism not the centre creation. 
accept the egocentric anthropomorphic view 
expressed the phrase “inborn errors 
metabolism” and neglect the point view ex- 
pressed theory, our biological think- 
ing will necessity become blurred blot 
out the larger biological pattern. reject the 
limited thinking shown such phrases “inborn 
errors metabolism”, can hope bring to- 
gether biological data relating man such way 
that one day man may have better understand- 
ing himself within his environment. This 
probably why Garrod with his insight entitled his 
later writings “Inborn factors disease”. 
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CARCINOMA THE 
PANCREATICO-DUODENAL AREA 


the New York Presbyterian Hospital, the surgical 
treatment carcinoma the pancreas and duodenum 
has gone through three phases since Whipple’s original 
operation 1935; the pioneer period, the radical period 
from 1948 1952, and the “rational period” from 1953 
1957. has been found that carcinomas the duodenum, 
ampulla Vater, lower common bile duct and the non- 
functional islets Langerhans are favourable lesions. The 
size the lesion not necessarily measure the prog- 
nosis. the portal vein superior mesenteric artery 
involved tumour, lymph nodes along arteries that 
cannot removed, resection not done. Frozen sections 
are often examined prove that nodes are involved not. 
Biopsy the primary pancreatic tumour not done. 
case operable pancreatic tumour has been found the 
tail the pancreas, patient with back pain severe 
enough require analgesia. the criteria for operability 
became more certain, the rate operability became lower 
except for ampullary growths 70%. 
from 7%. The overall operative mortality during 
years was 16%. When total pancreatectomy was done the 
mortality was 30%, and when only the head the pan- 
creas was resected was 11%. 

The postoperative course these cases pancreatico- 
duodenectomy was satisfactory. The diabetes after total pan- 
createctomy was usually mild and easily controlled, and 
sprue could managed with pancreatin powder. 

The five-year survival rate was six out 128 cases, none 
which were carcinomas the pancreas, but with the 
present criteria for operations for cure, 50% five-year 
survival being approached. Four patients developed 
hemorrhaging marginal ulcer, that now 50% the 
stomach removed. Three the patients surviving partial 
pancreatectomy developed sprue and/or diabetes long after 
the operation, apparently owing stricture the pan- 
creatico-jejunostomy. 

The medium road between unwise radical pancreatico- 
duodenal resection and surgical timidity the objective 
sought trying lay down stricter criteria for operability. 
—M. Porter: Ann. Surg., 148: 711, 1958. 
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THE THEORY 

BIOLOGIC PREDETERMINISM: 
ITS QUESTIONABLE 
USEFULNESS AND VALIDITY 
MEDICAL TOOL 


LOUIS NOTKIN, M.D., C.M., F.A.C.G., 
Montreal 


THE PHRASE “biologic predeterminism” has been 
recurring the medical literature and medical 
meetings with increasing frequency. Ian Mac- 
Donald first employed the phrase some years ago 
synoptic expression for biologic balance 
between host and neoplasm”, established before 
the neoplastic process becomes clinically detect- 
Evidence provided this publication 
“supported obvious corollary: the outcome 
the preclinical struggle for power, between de- 
veloping neoplasm and the enigmatic defensive 
reactions the host, greater importance 
than the time type well 
the concept that “the greater the duration 
symptoms, the better the prognosis; the shorter 
the duration the symptoms the poorer the 
prognosis.” 

intended; this article, examine this 
concept within the frame reference gastric 
lesions only. 

This concept, obviously too broad, does not take 
cognizance the location the Patently 
lesion interfering with the transport gastric 
contents invading strategic area (cardia 
prepyloric region) rather than rapid infiltration 
the rapid growth large mass, could give 
rise symptoms relatively early the onset 
the disease and could fact contribute make 
this factor favourable one the recovery the 
patient, drawing attention the disease. 
the other hand, lesion relatively insignificant 
area the stomach—the body, for instance—could 
achieve considerable degree invasion, includ- 
ing metastatic spread, without giving the patient 
more than mild degree difficulty, and can 
remain relatively asymptomatic for protracted 
period time. 

Stated otherwise, would appear that the term 
“biologic predeterminism” not yardstick which 
can used evaluating the prospects survival 
given patient. its broader sense the term 
may considered include all the cogent factors 
upon which depends the fate the patient: the 
grade malignancy the lesion; the extent 
the invasion, well its location, before the 
occurrence symptoms; and the time which 
the patient becomes aware that suffering 
from something more than passing ailment. The 
time such awareness the life history the 
disease depends largely upon the sensitiveness 
the patient discomfort, upon the presence 
absence previous gastric symptoms and upon 
the position the lesion within the stomach. 
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The term “biologic predeterminism” would 
influence not susceptible measurement; 
connotes almost fatalistic approach and does 
not appear have any value furthering the 
interests the patient with carcinoma the 
stomach, does convey sense frustration, 
hopelessness and mysticism, and unless clarified 
the point lucidity and usefulness should 
dropped. 

The concept that longer history means more 
favourable prognosis specific cancerous lesion 
appears very confusing, though partially 
true, statement fact. not all illogical 
believe that patients whom carcinoma the 


diagnosed, and who have long history, 


may survive longer. What appears illogical 
the implied assumption that therefore not 
harmful, and even beneficial, delay operation. 
Such assumption can tragically harmful if, 
for instance, should finally demonstrated that 
the Alice-in-Wonderland concept The Later 
The Earlier may have very simple explanation, 
namely, that the long history (in cases with favour- 
able outcome) merely indication that these 
patients the disease may have started gastritis 
benign ulcer with subsequent superimpo- 
sition malignancy. Furthermore, one must not 
lose sight the fact that not know the 
length the “silent period” specific patient. 
One factor which determines the time onset 
symptoms (and thus the duration symptoms) 
the type and location the lesion. Contrast 
the adenocarcinomatous lesion the prepyloric 
region with lesion located the body the 
stomach, which may have started 
ulcer chronic gastritis. 

The concept “long history—better prognosis” may 
have grown out the observation that patients 
with low-grade malignancy, which instance the 
natural history the lesion relatively long one, 
truth may still operable when they present 
themselves late the history the lesion. 

Possibly more useful concept the life history 
and the significance time specific instance 
would appear multi-dimensional (time- 
space-intensity concept the lesion, where time 
signifies the duration the symptoms, space 
denotes the area involved the lesion, and 
intensity indicates the grade malignancy. One 
could also include possible fourth factor, the 
immunological factor suggested Brunschwig. 
Obviously this multi-dimensional concept could 
have prognostic value preoperatively but could 
helpful postoperatively. 

discussion this problem, states: 
“Finally, although evident that time alone 
not the essence successful cancer surgery, there 
reason de-emphasize the desirability and 
importance early diagnosis. Any disease should 
recognized early possible and cancer 
exception. This should therefore encouraged 

inseparable part the problem the early 
diagnosis gastric cancer the ulcerated carci- 
noma which resembles peptic ulcer and the os- 
tensibly simple peptic ulcer which could 
peptic ulcer with superimposed malignancy. 
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great deal has been written the subject 
pre-cancerous lesions. Russel records his 
belief that “Gastric ulcers, like polyps, are always 
potentially dangerous and can rarely viewed 
with equanimity.” quotes the Gastrointestinal 
Cancer Committee the National Cancer Institute 
the United States Public Health Service the 
effect that “although there epidemiologic 
overlap between ulcer and cancer the stomach 
the principal problem lies the field diagnosis 
rather than Boles states that approxi- 
mately 15% apparently benign ulcers are 
found malignant operation, and quotes 
Marshall and and Hayes,’ who gave figures 
and 30% respectively. Boles 
does not, however, believe that radical resection 
all ulcer-bearing stomachs justifiable. “The 
only conscientious way can look upon this matter 
maintain the closest vigilance all gastric 
ulcers, immediately resect all those that appear 
malignant the time they are first observed, and 
give the others the benefit the doubt medical 
management for brief period time. the 
event obvious lack healing, resection would 
seem inescapable.” also quotes Wangensteen, 
who “after years indefatigable study and effort, 
enthusiastic about ‘aggressive’ surgery and main- 
tains that with sufficiently early diagnosis (most 
cases are two years’ duration before treatment 
undertaken) the five-year cure rate could 
raised approximately per cent, figure which 
has attained those patients exhibiting 
lymph node involvement who had undergone 
gastric resection.” 

Predeterminism suggests too strongly the concept 
predestination and carries with fatalistic 
connotation resignation and almost hope- 
lessness. the concept intended signify that 
the recalcitrance the lesion all forms 
therapy predetermined the basis its refrac- 
toriness all therapeutic approaches, matter 
how early they are instituted, then its biological 
relationship and union with the host such that 
bound remind one The Man Who Came 
Dinner. 

There appears another way interpreting 
the “early and late” concept. Early and late are 
relative terms, and while the physician has 
difficulty whatever knowing that too late 
when metastatic present, has 
certain way knowing whether the disease 
very recent, recent, has existed for some time; 
nor can have the slightest intelligent notion 
regarding the impalpable and undeterminable role 
biologic predeterminism applies the 
patient before him. Unless this concept can used 
differentiating standard the decision whether 
not operate, must remain very interesting 
philosophical concept. 

has however served very useful purpose 
stimulating thinking along new lines. all this 
another way saying that the patient with low- 
grade malignancy, with slow rate growth and 
metastasis—a sort andante cantabile opposed 
relentless crescendo—will have slow awaken- 
ing the idea and awareness that not well. 
will try various home remedies, and only after 
realizing that the “thing” has made its home within 
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him will seek medical help. This concept 
the long and the short history appears make 
sense—the rapidly growing 
cancer, opposed the indolent, slowly progress- 
ing and slowly metastasizing one, elicits different 
responses the respective patients and leads 
different end-results. The former, while presenting 
himself chronologically early, pathologically too 
late; the latter, presenting himself chronologically 
late, is, the pathological sense, still early. 

this concept correct, can explain the 
somewhat inverted dictum “The greater the dura- 
tion the symptoms, the better the prognosis; the 
shorter the duration the symptoms, the poorer 
the prognosis.” One must stress, however, that 
factors previously mentioned, such the location 
the lesion (in the prepyloric area, for example), 
contribute towards the early recognition the 
patient that all not well. This early recognition 
and consequent short history serve rather benefit 
the patient than otherwise. 

this point, rather intriguing quote 
from MacDonald and his co-worker:? “The concept 
that early diagnosis carcinoma the stomach 
may improve end-results not only fallacious but 
fact the reverse the truth. Patients with 
progressively longer periods delay from the onset 
symptoms the time exploration enjoy 
increasingly better chances resection and long- 
term survival. The greater the length the history 
the better the prognosis.” However, later the 
same paragraph the authors state: “The only 
genuine early treatment gastric resection for 
gastric ulcer which may carcinoma.” 
assumed from this statement that the authors have 
mind apparently benign gastric ulcer which, 
however, the seat early carcinoma (pre- 
sumably the basis chronic ulcer rather 
than primary carcinoma which had ulcerated), 
early enough not recognized such. this 
not degree earliness and not lateness? 


Granting the philosophical merits the concept 
biologic predeterminism, the firm 
belief that, should this concept become widely 
known and accepted, the already deeply rooted 
pessimism prevalent among general practitioners 
regarding the value the surgical approach 
cancer the stomach will reinforced. This 
hardly desirable. 
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THE CHROMOSOMES MAN 


The diploid (2n) chromosome number somatic 
cells man has been shown 46, rather than 
basic facet human biology sequel im- 
proved cytological methods, which include treat- 
ment cells grown short-term culture with 
colchicine and hypotonic solution produce 
more metaphase plates with less overlapping 
chromosomes. Cells used for diploid counts are 
fibroblasts related cell lines obtained from bone 
marrow, dermis, embryonal tissues other avail- 
able sources. Females have autosomes and 
XX-sex chromosome complex; males have auto- 
somes and XY-sex chromosome complex. The 
X-chromosome pair seventh order length 
among the pairs the complement. The 
chromosome much smaller, being comparable 
size the smallest of-the autosomes. 

Important the foregoing advance knowledge 
may be, the demonstration heteroploidy, 
abnormal chromosome numbers, likely etio- 
logical factor certain developmental 
the first importance physicians and may 
forecast new era the study various con- 
genital problems. Heteroploidy has already been 
demonstrated patients with Turner’s syndrome, 
Klinefelter’s syndrome, mongolism and few cases 
unclassified mental deficiency. Descriptions 
other congenital abnormalities with heteroploid 
chromosome complements are almost certain 
follow. 

Heteroploidy may take the form polyploidy, 
where somatic cells contain exact multiple 
the normal haploid complement the germ cells 
for the species (i.e., 4n, etc.), aneuploidy, 
where the count other than exact multiple 
the haploid number. Heteroploidy well known 
plants and lower animals. has also been 
observed mammalian embryos, but has been 
thought invariably lethal factor that 
incompatible with development birth and 
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triploid mouse embryos have resulted from certain 
inter-strain matings and various forms polyploidy 
have been produced experimentally. The experi- 
mental procedures include alteration the 
temperature the Fallopian tubes and addition 
colchicine semen, which suppress the first 
cleavage division the zygote the formation 
polar bodies during maturation the ovum. 
the light the following examples, now 
appears that aneuploidy occurs man spontane- 
ously, probably because error meiosis 
the germ cells one the parents. Germ cells 
with chromosome complement other than the 
normal haploid number are produced and partici- 


pate the production viable zygote. But the 


abnormal genotype results abnormal pheno- 
type, the details depending the particular 
chromosomal abnormality. 

Turner’s syndrome (gonadal dysgenesis), the 
nuclei usually have male chromatin-negative 
pattern contrast the female phenotype. Ford 
patient with Turner’s syndrome 
negative nuclei. There were the usual autosomes, 
but the X-chromosome was unpaired with either 
another X-chromosome for female sex chromo- 
some complex Y-chromosome for male sex 
chromosome complex. Because the incomplete 
sex chromosome complex, gonads neither female 
nor male type develop, and the embryo matures 
along female lines accordance with the embryo- 
logical principles established The XO-sex 
chromosome complex Turner’s syndrome has 
been verified unpublished observations other 
investigators. 

The chromatin pattern female chromatin- 
positive large proportion phenotypical males 
with the Klinefelter syndrome (seminiferous tubule 
dysgenesis Jacobs and Strong® found chromo- 
somes patient with the Klinefelter syndrome 
and chromatin-positive nuclei. The extra chromo- 
some was contributed XXY-sex chromosome 
complex. This finding has also been confirmed 
chromosome studies similar patients. The 
chromosome all but overcomes the female-determin- 
ing factors carried the two X-chromosomes. 
Although the testes are sterile, their interstitial cells 
are physiologically competent the embryo and 
direct maturation along lines that result male 
phenotype. This demonstration the male-deter- 
mining potency the small Y-chromosome con- 
trary the prevailing view, derived from cytogenic 
studies Drosophila, that the Y-chromosome has 
passive role the genetic mechanisms sexual 
differentiation. The situation may more complex 
some cases, for Ford presented evidence 
for XX/XXY mosaicism patient with the 
Klinefelter syndrome and chromatin-positive nuclei. 

Many theories have been suggested attempts 
explain the cause mongolism, but there have 
been few fundamental observations incorporate 
any theory, other than the well-established factor 
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increasing maternal age. Recent reports 
aneuploid chromosome complements mongoloid 
defectives give promise that basic biological tech- 
niques and principles may last brought 
bear this grave medical sociological 
three mongoloid defectives. This important 
finding was quickly confirmed Jacobs 
six patients. The extra chromosome was one 
the smallest autosomes. there appears 
genetic, but not necessarily hereditary, factor 
the etiology mongolism. Then Ford 
accomplished the seemingly impossible feat 
consolidating the aneuploidy mongolism and 
Klinefelter’s syndrome the rare instance both 
conditions occurring the same individual. There 
were chromosomes; one extra chromosome was 
the small autosome mongoloids and the other 
was the extra chromosome contributed the 
XXY-complex subjects with the Klinefelter 
syndrome! 

Finally, Barr described five “non-specific” 
mentally defective patients whose cell nuclei con- 
tained two masses sex chromatin. The chromo- 
some numbers have yet established but the 
available evidence indicates that there are two 
XX-, possibly two XXY-, complexes, which 
would introduce yet another form aneuploidy. 

The importance these new developments 
can hardly overestimated since they show that 
abnormal chromosome complements, addition 
mutant genes, are etiological factors errors 
human development that have genetic basis. 
The probable relation aneuploidy and mental 
deficiency especially noteworthy. addition 
to. mongoloids with extra autosome 
mental defectives with two XX- 
chromosome markers their nuclei, the majority 


patients with syndrome and 


chromatin-positive nuclei (44 XXY) show vary- 
ing degrees mental retardation. About 
institutionalized male mental defectives are typical, 
although often unrecognized, examples the 
Klinefelter syndrome. 

Apparently must look errors chromo- 
somal behaviour the complex events meiosis 
germ cells causal factors some congenital 
defects. This new orientation may prove special 
significance the comparatively neglected field 
basic biological research into the causes 
mental deficiency. Barr 
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Editorial Comments 


SULFONAMIDE 


appropriate the 25th anniversary sul- 
fonamides pay tribute not only their discoverer 
Domagk but the chemicals themselves. some 
degrees the history sulfonamides resembles that 
the old drugs such quinine and morphine, 
that some the derivatives have entirely different 
properties and uses from the original. Having 
started out specific for streptococci, the sul- 
fonamide soon developed into 
bacterial agent and was for while overshadowed 
the emergence antibiotics but regained its im- 
portance when the antidiabetic and, more recently, 
diuretic properties its derivatives were dis- 
covered. Acetazolamide (Diamox), the carbonic 
anhydrase inhibitor, was the first sulfonamide 
used oral diuretic but was soon superseded 
chlorothiazide. was found that chlorothiazide 
much less potent carbonic anhydrase in- 
hibitor and depends for its main diuretic and 
especially chloruretic activity some other far 
unclarified mechanism. this respect resembles 
the mercurial diuretics but has addition 
property new for diuretic drugs, that lowering 
elevated blood pressure. This hypotensive action 
has been observed both administration the 
drug itself and combining with other 
hypotensive This activity chlorothiazide 
spurred the investigation other heterocyclic 
sulfonamides, and some 125 investigated 
workers the Ciba laboratories hydrochloro- 
thiazide (Esidrix) was found the most effec- 
tive. 


Chart report their findings experimental 
animals whom they compared the activity 
hydrochlorothiazide with that chlorothiazide. 
The potency the new drug was 6.3 times higher 
for excretion water, five times higher for that 
sodium, four times higher for that potassium, 
and 9.4 times for that chloride. Furthermore, the 
diuretic and sodium excreting effect hydro- 
chlorothiazide was much longer duration than 
that chlorothiazide. The authors were able 
demonstrate experiments the rat antagonistic 
effects hydrochlorothiazide vasopressin, re- 
serpine, and syrosingopine. also counteracted 
sodium and water retention produced desoxy- 
corticosterone acetate and aldosterone well 
the increased elimination potassium. adrenal- 
ectomized animals hydrochlorothiazide did nat 
produce increased water diuresis, and even 
sodium and potassium loss were only slightly in- 
creased. Under the circumstances their particular 
experiments, prednisone ordinarily produces loss 
sodium and potassium. With the addition 
hydrochlorothiazide there was only slight potas- 
sium excretion although there was increased sodium 
and water diuresis. Investigations rats which 
“adrenal regeneration hypertension” 
cortisone hypertension was treated with hydro- 
chlorothiazide showed that extreme hypertension 
was prevented the former but effect was ob- 
tained the latter. Toxicity hydrochlorothiazide 
must very low indeed. Administration large 
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single doses rats and dogs showed un- 
toward effect, and long-term administration 
hydrochlorothiazide very high doses caused 
microscopic histopathological changes the 
tissues four dogs. 


Bartorelli, Gargano and Zanchetti? report from 
Sienna (Italy) comparative study the effects 
hydrochlorothiazide and chlorothiazide five 
normal subjects. Their conclusions are that the 
advantages hydrochlorothiazide are not only 
quantitative but also, although lesser degree, 
qualitative. The index sodium-excreting activity 
hydrochlorothiazide was 40, that chloride 
excretion 50, potassium excretion and 
bicarbonate only two compared with chloro- 
thiazide. The urinary and titratable activity 
were not significantly modified hydrochloro- 
thiazide, contrast chlorothiazide, which 
known raise urinary and diminish titratable 
acidity. 

Hejtmancik, Herrmann and Galveston, 
Texas, studied hospitalized and ambulatory 
patients with cedema due congestive heart failure 
who were hydrochlorothiazide for several days 
several weeks. Sixteen the in-patients had 
satisfactory diuresis, and the three who failed 
respond one had complicating myelofibrosis, 
and low serum albumin. Another had 
hyperthyroidism, diabetes, and renal disease with 
uremia. The third patient was only partially com- 
pensated digitalis and mercurial diuretics. 
the ambulatory patients had satisfactory 
results. was found that 200-mg. doses were just 
effective 300-mg. doses, and that one single 
dose produced conspicuous diuresis about two 
hours and maintained for over hours. They 
achieved effective diuresis with doses mg. 
administered twice daily but found that few 
patients levels serum potassium below 4.0 
appeared after one week therapy. Only 
one patient this series exhibited clinical symp- 
tensive patients showed significant reduction 
blood applied not only patients 
who were congestive heart failure but also 
those who were not. The mean fall was mm. 
and occurred the weeks. relatively 
poor response was obtained two patients with 
primary renal hypertension. Most the patients 
not congestive failure had been syrosingopine 
therapy before and throughout the study, and the 
reduction blood pressure this group may 
have resulted from the potentiating effects this 
reserpine derivative. expected that many more 
reports will appear within the next few months 
indicating the experience workers with the new 
diuretic. the moment, all one can say with 
certainty that definitely more potent than 
chlorothiazide diuretic and can very 
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FITNESS 


The findings two American doctors 
recent study give some further point the remarks 
“sub-health” made the presidential address 
the recent installation H.R.H Prince Philip, 
The Duke Edinburgh. The work capacity 
some 500 U.S. military and civilian air force person- 
nel was determined Balke and Ware the 
U.S. Air Force School Aviation Medicine, 
Randolph Air Force Base, Texas (U.S. Armed 
Forces 10: 675, 1959). The test consisted 
walking treadmill, the angle which was 
raised every minute. Pulse rate, blood 
pressure, respiratory gas exchange during work, 


pulmonary ventilation were determined before, 


during and after the test. 

was found that rises and falls oxygen con- 
sumption, pulmonary ventilation, and blood pres- 
sure were not suitable criteria for determining 
work capacity. The test was terminated when the 
subject’s pulse rate attained 180 beats per minute 
because had been previously found that this 
may serve critical point. Persons the poorest 
physical condition attained the pulse rate 
180 beats per minute early the seventh 
test minute, with average around minutes. 
the other extreme, well-trained athletes were 
reaching this pulse rate. This preliminary study 
showed that physical performance 42% the 
test population was poor, that only 18% had 
good better than good working capacity, and 
that the remaining 40% the performance was 
fair. Investigation occupation, smoking habits, 
and extent physical exercise the subjects led 
Balke and Ware conclude that the average 
performance capacity people sedentary oc- 
cupations poorest and that those who exercise 
intermittently have fair capacity for work. The 
group which was accustomed regular physical 
activity performed best and this group work 
capacity was not affected any extent advanc- 
ing age within the range years. 

These findings are particular interest Cana- 
dian doctors view the challenging remarks 
His Royal Highness The Prince Philip, 
installation president our Association. Much 
emphasis has been put upon the need for greater 
fitness nations ancient times well 
more recent years. Balke and Ware say, “History 
has shown that the great accomplishments all 
the ancient nations were destined perish when 
peak civilization slowly softened the physical 
resistance man against the forces nature 
against the onrush more vital enemy. 
cannot expect this pattern change modern 
times despite all technologic advancements. Unless 
one does not care about destiny future genera- 
tions, conscious and sustained efforts should 
made maintain the physical capacities man 
high standards.” might added that the 
object making nation physically fit should 
not allowed degenerate, sometimes has 
the past, into movement towards national 
regimentation. must coupled with idealism, 
and the improvement moral values. 
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BEHAVIOUR PATTERN CARDIOVASCULAR 
DISEASES 


the symposium the pathogenesis 
coronary heart disease presented the 38th 
annual session the American College Phy- 
sicians 1957, Ancel Keys al. stated their hypo- 
thesis regarding the connection between hyper- 
cholesterolemia and atherosclerosis. They 
sidered that the main reason for the increase 
the blood was high-fat diet and 
particularly diet which the food oils are 
neutral Population studies Keys 
Miller al.,2 and Brunner and have 
supported the contention that countries where 
the population lives low-fat diet the incidence 
coronary artery disease much lower than 
countries where high-fat diet available the 
population. the other hand well known 
that emotional strain and stress are importance 
the development coronary artery dis- 
ease and myocardial infarction. 


study evaluate the importance emotional 
strain the development coronary artery dis- 
ease reported Friedman and Rosenman 
San Francisco.* They studied serum cholesterol 
level, frequency arcus incidence 
coronary artery disease three groups men 
selected according their usual overt behaviour 
pattern. Group consisted men who mani- 
fested intense sustained drive for achievement, who 
liked compete, and who were continuously in- 
volved many activities requiring deadlines. The 
converse pattern behaviour characterized group 
also consisting men who were free 
drive, ambition, sense urgency, desire 
compete. The third group consisted un- 
employed blind men living either institution 
their own homes and not gainfully employed. 
They were all suffering from financial and physical 
insecurity and manifested chronic state anxiety. 
All the subjects kept dietary diary recording their 
intake food and for seven days and these 
diaries were analyzed competent dietitians, who 
found significant differences between the three 
groups regarding total caloric intake fat content 
food. Serum cholesterol levels were found 
much higher group than the other groups, 
but the clotting time was shortened only those 
men group who had the most fully developed 
form this behaviour pattern. 


Clinical coronary artery disease was seven times 
more frequent and arcus senilis was three times 
more frequent the men group than those 
group group Cigarette smoking, exercise, 
working hours, alcohol intake, and heredity were 
investigated but were not found any 
pathogenic significance the cases clinical 
coronary heart disease. The authors conclude that 
the behaviour pattern exhibited the men 
group was mainly responsible for their higher 
serum cholesterol, for shortening the clotting time, 
and for the marked increase incidence clinical 
coronary artery disease and arcus senilis. They 
refer their previously published study ac- 
countants whose behaviour pattern and serum 
cholesterol level during April, which deadline 
period, resembled those the men group 
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but February, which was quieter period, re- 
sembled those men group 

course well known that emotional stress 
can raise serum levels, but can many. 
other factors, among which one the most con- 
sistent dietary fat intake. confirmation this 
study should prove the validity the selection 
patients according overt behaviour pattern, 
one might assume that the atherogenic activity 
diet rich fat other atherogenic factors, ap- 
parently almost universal the United States 
(and Canada for that matter), can vastly 
accelerated emotional strain and stress. The 
validity the criteria established Friedman 
and Rosenman would have tested further 
trials, but having granted them validity and 
having accepted these findings the question arises 
what done about them, would also 
most interesting see the results similar 
study conducted country where the diet 
low fat and the incidence coronary heart 
disease much lower than the United States. 
worth remembering that the very young 
soldiers the Korean war, the incidence 
coronary artery disease among the United States 
troops was high and among the Koreans was very 
low. cholesterol determinations serum are 
notoriously inaccurate, might well future 
concentrate determination other factors such 
lipoproteins. Despite their findings, Friedman 
and Rosenman not deny the important role 
chronic ingestion high-fat diet the causation 
clinical artery disease. Experimental 
evidence this has existed for long time and 
also supported many epidemiological studies. 
If, the authors suggest, the behaviour pattern 
becoming ubiquitous, this would added 
factor some importance the increasing in- 
cidence coronary artery disease. Should there- 
fore concentrate our efforts prevention 
atherosclerosis dietary restriction the people 
ambition, and preoccupation with dead- 
ines 
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INTELLIGENT FRIEND 


“Today the golden eagle found only one 
small part the globe. Tomorrow the general practitioner, 
another increasingly rare bird, may well found only 
Britain. progressive countries, the right and 
the left us, rapidly being replaced, according 
political taste, specialists policlinics. far 
British family doctors have been reluctant lose sight 
the patient among his syndromes and systems. Their 
insistence the ideals ‘continuing responsibility’ and 
‘prevention and treatment’ (to borrow the words Dr. 
John Hunt, the honorary secretary their own and 
robust college) beginning have effect. Consultants, 


administrators, and laymen are slowly learning that thou 
the patient may longer want father figure, 
dispenser placebos, still badly needs expert and 
intelligent friend with first-hand knowledge his back- 
and medical Lancet, 1237, 
1959. 
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INSTALLATION THE PRESIDENT THE TORONTO, JUNE 30, 1959 


general view the $2nd Annual 
General Meeting, with Sir Arthur 
Thomson, President the British 
Medical Association, delivering fra- 
ternal greetings from his Association. 


Left right: Sir Arthur Thomson, 
Birmingham, England, President 
the B.M.A.; H.R.H. 
Philip, Duke Edinburgh; Dr. Louis 
Orr, Orlando, Florida, 
the American Medical Association; 
Dr, Renaud Lemieux, Quebec, Presi- 
dent-Elect the World Medical 
Association; and Dr. Emile Blain, 
Directeur-Général, L’Association des 
Canada. 


Pe 


general view the C.M.A. 
luncheon the Canadian Room 
the Royal York Hotel. 


} 
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the lobby the Royal York, the 
escort party meets the Prince. Left 
right the foreground: Dr, 
Kelly, Toronto, General Secretary 
the C.M.A.; Dr. Norman Gosse, 
Halifax, Chairman the General 
Council; Dr, Kirk Lyon, Leaming- 
ton, Ontario, Deputy His Royal 
Highness; H.R.H. The Prince Philip; 
and Dr, VanWart, Fredericton, 
Retiring President the 
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Above: The President hands the chain 
office his Deputy, Dr. Kirk 
Lyon Leamington, Ontario. The 
three admiring ladies are (left 
right): Mrs. Norman Gosse, 
fax, Mrs. Kirk Lyon, and Mrs. 


Left: The new President meets the 
1957-1958 President, Dr. 
Young Lamont, Alberta. Dr. 
Cameron, wife the Deputy 
Minister National Health; 
left, Mrs. Young and Dr. 
Roberta Nichols, Halifax, President 
the Federation Medical Women 
Canada, 
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The only two Joint Presidents the C.M.A. 
B.M.A.: H.R.H. The Prince Philip and Dr, Routley. 


Left right: the Hon. Waldo Monteith, Minister 
National Health and Welfare; Dr, Peart, Toronto, 
Assistant Secretary the Dr. VanWart, 
Fredericton, Immediate Past President the C.M.A.; the 
Hon. Herbert Bruce, Toronto; and His Royal Highness. 


Canad. 
Aug. 1959, vol. 


Prince Philip greets Dr. Margaret Gosse, wife the Chair- 
man the C.M.A. General Council, Others the reception 
line are (left right): the Right Reverend Wilkinson, 


Bishop Toronto, Mrs. Wilkinson, and Dr. Norman 


Gosse. 


The Past and present Presidents the Dr. 


VanWart and H.R.H. The Prince Philip. 


All photographs these pages Alex Gray, Toronto. 
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METHODS FOR DETERMINATION 
OVULATION TIME 


Two methods are reported for determining the 
ovulation time women. Sevag and Colton Phila- 
delphia (J. A., 170: 13, 1959) report simple 
chemical procedure which can performed any 
laboratory medical office. Urine samples are collected 
nightly between p.m. and a.m. beginning the 
sixth seventh day after menstrual bleeding and con- 
tinuing for five seven successive nights. They are 
tested special reagent which gives blue colour 
suitable for colorimetry. The colour-yielding substance 
folic acid, but the actual chemical substances which 
are being tested for are not yet fully identified. The 
intensity the colour increases day day and reaches 
characteristic peak after five six days, followed 
abrupt, gentle gradual drop the colorimetric 
readings. This terminal low value represents the day 
ovulation. 


The test was applied 227 cycles which con- 
ceptions occurred isolated coitus husband 
donor insemination. the 227 conceptions 54.5% oc- 
curred during the first month treatment. This com- 
pares very favourably with series based basal body 
temperature readings and occasional vaginal smears. 


Murray discusses the data reported Sevag and 
Colton the same issue the Journal (p. 42) and 
shows how they can used linear correlation 
estimate the day ovulation. applying these 
statistical measures found that his data confirmed 
the findings Sevag and Colton that ovulation occurs 
between the 10th and 15th day nearly all cases, 
regardless the length the menstrual cycle. The 
range the day ovulation runs from 10.7 14.8 
according his estimates—essentially the same 
the report Sevag and Colton. The use his method 
permits determination the probable date ovulation 
the chemical procedure not available. 


Doyle and Ewers Boston report method whereby 
Tes-Tape applied the cervix through special 
“fertility tester” (Ibid., 45). This consists 
narrow hollow barrel perforated its rounded tip 
orifice through which strip Tes-Tape may 
thrust into contact with the cervix with the plunger 
which has been affixed. After exposing 
cervical contact for three minutes, the plunger 
withdrawn and the affixed Tes-Tape examined after 
three minutes comparison with the three shades 
green the side the Tes-Tape dispenser. High 


glucose values usually are found synchronously with 


ovulation and the first 2-plus reaction utilized 
time attempt conception. The authors suggest that 
the greatest usefulness this test appears for 
patients with infertile husbands. Thus prompt con- 
ception followed isolated coitus the 11th day when 
during the preceding month the glucose pattern was 
negative day followed plus reaction day 
10, 2-plus reaction day and 12, plus re- 
action day and negative reactions through the 
rest the cycle. Occasionally patients show 2-plus 
reaction throughout the whole cycle, and such patients 
may obtain better readings hot water douching and 


drying the vagina tampon precede the testing. 
diabetics, the test probably limited value, and 
has course remembered that 25% ova are 
abnormal and conception does not necessarily take 
place every case. avoid pregnancy fertile couples 
are advised not have coitus until four days after the 
last positive glucose test. 


BRONCHIAL CANCER AND THE 
CHEMISTRY BRONCHIAL 
EPITHELIUM 


letter the Editor Nature (183: 1743, 
1959), Chayen and his colleagues from the Royal Col- 
lege Surgeons, London, England, mention some histo- 
chemical studies made them human bronchial 
epithelium. They found that basal cell hyperplasia 
the bronchial epithelium, condition common 
smokers who exceed cigarettes day, the nuclei 
the cells showed very marked increase the content 
availability lipid, probably bound phospholipid, 
shown colouring with sudan black and staining 
the acid method. Further investigation 
showed that this increased lipid content could 
demonstrated basal cells otherwise normal 
bronchial epithelium heavy smokers, whereas 
was not present normal epithelium 
smokers. The cells with increased lipid content also 
showed selective absorption and concentration 
aqueous solution 3,4-benzopyrene, especially the 
nuclei. 

This suggests the authors the possibility that 
bronchial cancer may produced two main stages. 
the first stage, damage areas epithelium, 
possibly cigarette smoking, might alter them 
such way increase their affinity for lipid-soluble 
substances, leading preferential absorption car- 
cinogens the second stage. 


WARTS SCHOOL-CHILDREN 


Among 4240 Dutch school-children examined 
van der Werf (Nederl. tijdschr. geneesk., 103: 1204, 
1959) 308 (7.2%) were found have warts. Curiously 
enough, none these patients had plantar warts; most 
the warts were found the arms and hands. The 


two sexes were equally represented, and the incidence 


the affection increased with age from 4.5% the 
earliest grade 12% the 8th year school. The 
incidence warts varied very greatly from school 
school, and was also noted that half the affected 
children other members the family also suffered from 
warts. would seem that school and family contacts 
are significance spreading the condition. 

The most significant observation was that out 
136 cases (65%) followed for about two years, 
the warts had disappeared without any treatment. This 
fact which must always taken into account 
assessing the results so-called cures. 


(Continued advertising page 36) 
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REVIEW ARTICLE 


CONDUITE TENIR DEVANT 
HYPERTENDU JEUNE* 


MILLIEZ FRITEL, Paris, France 


DECOUVERTE, chez sujet jeune, d’une hyper- 
tension artérielle permanente générale impose: 
son retentissement vasculaire; 
recherche dune étiologie précise; une attitude 
thérapeutique. 


RETENTISSEMENT VASCULAIRE 


palpation des artéres périphériques juge 
boses. L’examen fond associé prise 
pression rétinienne, renseigne sur 
des artérioles (sinuosité des artéres, irrégu- 
larités calibre, écrasement des veines par les 
artérioles) sur perméabilité des vaisseaux 
(thromboses, hémorragies, exsudats, 
coeur doit étre bien précisé. Aprés 
soigneux, une bonne auscultation, 
radiologique apprécie déviation, 
ventricule gauche. peut 
montrer normal présenter des signes 
trophie ventriculaire gauche, des signes coronariens. 

fonctionnement rénal permet 
juger artériolo-capillaire cet organe 
vascularisé. L’examen complet des 
urines (recherche albuminurie, culot urinaire 
avec culture, numération des hématies leucocytes 
éliminés par minute) les épreuves fonctionnelles 
classiques associées besoin mesure des 
clearances glomérulaire tubulaire sont nécessaires. 

Enfin certains trés simples étudient 


II. RECHERCHES ETIOLOGIQUES 


L’ensemble ces examens permet d’apprécier 
artérielle, mais faut pas oublier que 
tension qu'un d’un hyper- 
tendu jeune doit donc toute nécessité comporter 
recherche, d’autant plus acharnée que sujet 
est plus jeune, dune étiologie, essentiellement 
rénale surrénale; artérielle es- 
sentielle doit voir son cadre rétrécir chaque jour. 


Les hypertensions dorigine rénale 

plus souvent, artérielle est 
rapport avec des lésions rénales bilatérales, qui 
sont au-dessus toute ressource thérapeutique, 
quil glomérulo-néphrite chronique, 


réunion annuelle ‘de division Québec 
Médicale Canadienne. 


Fig. pyélographie montre une atrophie 
rénale droite liée urétéral. Cette fillette 
ans, qui présentait une hypertension maligne, obtint une 
guérison aprés néphrectomie. Broussais-La Charité) 


kystose aplasie rénale bilatérale, malformation 
des voies excrétrices), Bien que plus rares, les 
hypertensions par anomalie 
doivent étre recherchées avec soin raison des 
possibilités guérison radicale. Seules les explora- 
tions radiologiques permettent 
(Fig. 1). 

intraveineuse constitue une investi- 
gation capitale; couché toujours 
complété par prise cliché 
verticale par une cystographie pré puis post- 
mictionnelle. Dans plus moitié 
rénale unilatérale consiste une pyé- 
lonéphrite atrophique, plus rarement 
tuberculose rénale, hydronéphrose 
rein lithiasique. Une maladie col avec distension 
reflux peut étre néphrite ascen- 
dante sans ait nécessairement résidu 
pareil urinaire est alors instructive. 

nouvelle venue pathologie 
rénale, apporte des données fort intéressantes 
simples sur fonctionnement séparé des deux 
reins. 

pyélographie rétrograde n’est indiquée que 
lorsque des reins n’apparait pas 
profitera parfois cet examen pour effectuer 
méme temps une séparation des urines vue 
fonctionnelle séparée chaque rein. 

rétropneumopéritoine, qui doit comporter, 
dehors des clichés standard, des coupes tomo- 
graphiques indispensables pour diagnostic 
précis, met parfois évidence une anomalie rénale 
une atrophie unilatérale; cette méthode peut 
méme faire découvrir rein aplasique alors que 
les autres investigations tendent conclure une 
agénésie rénale. 

L’artériographie rénale précise des lésions vascu- 


génératrices d’hypertension artérielle, alors 
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méme que donne résultats 
normaux révéle que des anomalies 
minimes. L’artériographie, pratiquée préférence 
par voie fémorale (car cette technique simple 
permet plus petite quantité 
produit contraste), décompose deux 
temps: temps artériel, étudiant rénale 
ses branches, temps néphrographique, ap- 


sécrétion rénale, parfois temps urographique. 
L’artériographie rénale peut montrer une throm- 
bose, rétrécissement localisé étendu 
artére rénale, anévrysme artériel 
veineux, compression artére par une 
tumeur. 

rénale est difficile réaliser raison vitesse 
pression élevée flux veineux rénal qui 
empéchent habituellement contre- 
courant veine rénale. 

Lorsque les explorations radiologiques ont permis 
rénale unilatérale (19 fois sur nos 531 hypertendus), 
sanction thérapeutique doit étre chirurgicale car 
montre haute gravité: seule chance 
guérison est néphrectomie dont les résultats sont 
parmi les plus favorables matiére 
fois sur 19). 


Les hypertensions surrénale 


Une origine surrénale, médullaire corticale, 
doit toujours étre recherchée systématiquement, 
plus que encore traitement chirurgi- 
cal peut amener guérison totale hypertension 
artérielle. 

premier lieu recherche dun 
Certes, phéochromocytome 
peut traduire cliniquement par 
hypertensifs paroxystiques chez sujet 
normotendu hypertendu permanent, 
manifeste moins aussi souvent également 
sous d’une hypertension permanente banale 
fois sur nos 531 hypertendus). Ceci démontre 
régitine provoque, cas phéochromocytome, 
une chute tensionnelle immédiate, importante 
prolongée. confirmation diagnostic repose 
sur deux examens: dosage des catécholamines 
urinaires, qui donne des chiffres quatre dix fois 
supérieurs ceux des sujets normaux, rétro- 
pneumopéritoine, qui montre une opacité arrondie, 
siége surrénalien para-surrénalien. traite- 
ment est chirurgical. 

artérielle 
rénale plus souvent rencontrée est celle 
syndrome Cushing. diagnostic, soulevé 
malade, doit étre confirmé par 
dosage des des 17- 
cétostéroides; qui met évidence 
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mentation des glucocorticoides associée non 
des 17-cétostéroides. outre 
diagnostic étiologique syndrome Cushing 
(cancer, adénome hypertrophie) peut étre 
affirmé dans grand nombre cas par les 
dosages hormonaux aprés deux épreuves dynami- 
freination hypophysaire par delta- 
cortisone. rétropneumopéritoine montre, cas 
tumeur cortico-surrénale, une opacité surrénale 
anormale dans forme son volume. Lorsque 
diagnostic étiologique reste litigieux, une ex- 
ploration fera une 
surrénalectomie unilatérale cas tumeur, une 
surrénalectomie bilatérale subtotale méme totale 
cas 


Enfin, dernier type assez rare 
corticosurrénal sécréteur d’aldostérone. doit 
penser hypertendu présente une polyurie, 
une polydipsie, une asthénie musculaire chronique 
associée parfois des paralysies périodiques 
des crises tétanie. syndrome biologique est 
trés particulier: dans sang, une hypokaliémie, 
une hypernatrémie une augmentation 
réserve alcaline; dans les urines, une hyperkaliurie, 
alcalin une densité basse. confirma- 
tion diagnostic est apportée par dosage 


L’hypertension permanente essentielle 


Malgré les progrés des investigations radiologi- 
ques hormonales, les hypertensions artérielles 
rénale surrénale curables chirurgicale- 
ment sont pas encore les plus fréquentes. 
Souvent, aucune étiologie curable découverte 
(235 fois sur 531): dans ces cas, une seule donnée 
est fréquemment retrouvée chez les sujets jeunes: 
une hérédité hypertensive grave. 


essentielle reléve que dun 
traitement symptomatique, qui peut étre médical 
chirurgical. 


traitement médical doit toujours étre tenté 
premier lieu; sur trois grands éléments: 
repos, les médications hypotensives, diététique. 

repos, physique moral, est élément 
essentiel traitement; peut parfois entrainer 
normalisation des chiffres tensionnels. Les médi- 
cations hypotensives sont variées, mais les princi- 
pales sont les hydrazinophtalazines surtout les 
alcaloides Rauwolfia qui, outre leur action 
hypotensive, possédent une action neuro-sédative 
trés nette. chlorothiazide ses dérivés semblent 
utile appoint. est également toujours in- 
dispensable faire essai bien conduit 
régime désodé, qui doit pas étre carencé, mais 
varié relevé par divers condiments. 


Lorsque gravité parait mettre 
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ans, traitement chirurgical (90 fois sur nos 
531 malades) est seul recours, sachant 
que rénale constitue cependant une 
contre-indication absolue. Smith- 
wick, parait souhaitable d’adjoindre une inter- 
vention surrénalienne bilatérale, subtotale. Ces 
interventions comportent une mortalité opératoire 
ment compléte que dans 25% des cas; dans les 
autres cas sur 100, malgré persistance 
tension artérielle élevée, les troubles fonctionnels 
disparaissent, les lésions fond sont 
les médications hypotensives voient 
leur activité renforcée plus souvent sujet 


peut reprendre une activité professionnelle normale. 


SUMMARY 


The discovery continuing arterial hypertension 
young person means that the physician must three 
things: (1) evaluate its effects the vascular system; (2) 
look for the exact cause the hypertension; (3) decide 
plan treatment. 


Assessment vascular effects depends study the 
peripheral arteries, examination the ocular fundus, 
examination the heart physically, radiologically and 
electrocardiogram, and study renal function, and 
responses blood pressure effort and cold. 


must remembered that hypertension only 
symptom and that the younger the subject, the more 
necessary find the exact cause. Hypertension 
very frequently related bilateral renal lesions, although 
the presence unilateral renal lesion should looked 
for also. Intravenous urography very important, not 
omitting radiograph wit the subject standing and 
cystogram before and after micturition. Radiocinema- 
tography the lower urinary tract may particularly 
useful, may gamma radiography. Retrograde pyelograph 
discovering aplasia the kidney. Renal arteriography 
may demonstrate vascular lesions otherwise undiscovered— 
thrombosis, stricture the renal artery, aneurysm com- 
pression artery tumour. Renal phlebography 
much more difficult. cases out 531 hyperten- 
sion young persons, radiological examination revealed 
unilateral lesion the kidney; such cases, the only 
cure nephrectomy, which gives favourable 


lesion the adrenal medulla cortex ought always 
sought for, particularly its surgical treatment may 
lead complete cure. sometimes 
causes continued hypertension, and such cases the 
Regitine test, the quantitative measurement urinary 
excretion catecholamines, and the demonstration 
tumour retropneumoperitoneum are helpful. The com- 
monest lesion the adrenal cortex Cushing’s syndrome, 
the diagnosis being confirmed estimation steroids 
the urine, particularly after stimulation with ACTH 
after pituitary inhibition delta-cortisone. doubtful 
cases, exploration necessary. Finally, primary 
hyperaldosteronism may the cause the ertension, 
associated with adenoma carcinoma the cortex. 
The biological syndrome these cases very characteristic, 
with low potassium, high sodium and 
the blood and high potassium the urine. 

When radiological and endocrine investigations fail 
reveal curable condition, are left with essential 
hypertension which symptomatic treatment the only 
possibility. This based rest, hypotensive drugs and diet. 
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THERAPEUTIC TRIALS NEW 
PHARMACEUTICAL PRODUCTS 


SEVERAL research pro- 
are now under way 
the the Central Com- 


These studies, and those which 

will follow, will help solve 

many riddles medicine which have long gone 
unsolved because only the general practitioner 
holds the key. Information vast importance 
the natural history, the epidemiology, the social 
and economic implications, the clinical aspects, 
and the pathological processes many diseases 
can provided only the general practitioner. 
This fact applies equally the field therapeutics. 


Recognizing this, the medical directors the 
Canadian Pharmaceutical Manufacturers Associa- 
tion decided that they would like make use 
the services interested general practitioners 
trying out new compounds everyday routine 
practice. This has been done already limited 
scale and the results obtained have indicated that 
important differences opinion regarding drugs 
are registered general practitioners opposed 
those men the larger research centres. 


Having thus decided, official representation was 
made the Committee Research the College, 
and this committee also approved the plan and 
decided incorporate into its activities. 

The normal course events before the actual 
marketing new drug follows. When the 
basic chemical work completed and new com- 
pound obtained which holds promise therapeutic 
merit, the drug then subjected exhaustive 
pharmacological studies ap- 
propriate animals. these studies are satisfactory, 
the next step taken the study the toxicology 
and pharmacology the drug humans. Provided 
this investigation acceptable, clinical trials are 
set various research centres and the thera- 
peutic worth the drug established. the 
preparation considered useful the clinical 
investigators, all the accumulated data—chemical 
and animal and human toxicological and pharma- 
cological, along with the results clinical trials— 
are submitted the Director, Food and Drug 
Directorate, Department National Health and 
Welfare, Ottawa. When has officially approved 
the drug, can manufactured and marketed. 


After official approval and actual marketing, 
there inevitable time-lag. during this 
period that the medical directors the Canadian 
Pharmaceutical Manufacturers Association would 
like see new therapeutic agent used few 
selected practitioners, for they are convinced that 
this would result valuable, practical information. 
must emphasized that this done the phy- 
sicians doing the work will be. provided with 
supplies drug which has been thoroughly in- 
vestigated, has been approved 
authorities, and actually appear the market 
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short time. Therefore, there need reserva- 
tions its use patients. 

list general practitioners who would 
interested this type clinical investigation 
required. Such list, once completed, will made 
available the medical directors the various 
pharmaceutical firms who will use the list select 
physicians try out new products. All members 
the College who would interested such 
clinical therapeutic studies are invited submit 
their names the Secretary the Central Com- 
mittee Clinical Research. 


FIELD STUDY VIRUS 
DISEASES GENERAL PRACTICE 


RECENTLY STATED the Scien- 
tific Assembly the College 
General Practice, Toronto, 
there increasing evidence that 
many illnesses commonly en- 
countered general practice 
infection. the purpose 
this notice seek the collaboration general 
physicians the vicinity Toronto the investi- 
gation illnesses presumed virus etiology. 

From July 1959, Dr. John MacAulay, who 
has had specialized training internal medi- 
cine and cardiology recently Sunnybrook 
Hospital, will available conduct field and 
clinical investigations collaboration with Dr. 
Rhodes and his colleagues the School 
Hygiene. Dr. MacAulay may reached the 
School Hygiene, University Toronto (phone 
WA. 3-6611, locals 523 513) during working 
hours, home 3-1803) other times. 

Practitioners are invited get touch with 
Dr. MacAulay the investigation the following 
clinical entities: 

Epidemics febrile illnesses with unusual 
rashes, signs aseptic meningitis, heart involve- 
ment, myalgia. Some these illnesses may 
tentatively diagnosed “German measles” 
“rubelliform rashes”. Previous experience suggests 
that the newly discovered Echo viruses may 
responsible for many these infections. Particular 
interest attaches the study acute cases 
German measles, for nobody has yet succeeded 
isolating the causal agent this disease. 

Cases acute myocarditis, pericarditis, 
heart failure uncertain etiology. There in- 
creasing evidence that viruses are the causal agents 
many cases “idiopathic” myocarditis and peri- 
carditis. date, most the evidence concerns 
Coxsackie viruses, some strains which have 
actually been isolated from the myocardium 
pericardium. 

Practitioners are invited seek our collaboration 
the study the above-listed syndromes. Dr. 
MacAulay will visit the patient, under your super- 
vision, take the necessary samples throat 


washings and and send you the results 
the laboratory tests due Rhodes, 
M.D., F.R.S.C., Director, School 
Hygiene, University Toronto. 


WORLD MEDICAL ASSOCIATION 


ASSEMBLY THE WORLD MEDICAL 
ASSOCIATION 


The great attraction the joint meeting the 
Canadian and British Medical Associations this year 
Edinburgh should not make Canadian physicians 
lose sight the fact that there going 
international gathering Montreal early September 
which local observers will welcome and which 
number the events will very general interest. 


The Thirteenth General Assembly the World 
Medical Association going held the Queen 
Elizabeth Hotel, Montreal, from Monday, September 
Friday, September 12, and will attract delegates 
from great number national medical associations. 
Sunday, September the Council the W.M.A. 
will meeting the hotel and Monday, September 
delegates will registering, and some will 
visiting the Montreal General Hospital and the Notre- 
Dame Hospital. the afternoon the medical editors 
will get together with representatives such media 
television, films, radio and tape-recordings discuss 
their relative values and places medical com- 
munications. 


After this “warming-up” period, the Assembly will 
into its opening plenary session Tuesday morning, 
September will have the honour being addressed 
the Minister National Health and Welfare, the 
Honourable Waldo Monteith, and representatives 
the province-of Quebec and the city Montreal. 
this ceremonial session, our own Dr. Renaud Lemieux 
will installed President for 1959-1960, and the 
morning will end with the official opening the 
technical and commercial exhibit. Tuesday after- 
noon the plenary session will continue with keynote 
address Dr. Norman Gosse Halifax, after 
which Council will report the Assembly. The session 
will end with number reports from regional secre- 
taries, the executive editor, and editorial board, etc. 
5:30 the delegates will taken Civic Recep- 
tion the City Montreal The Chalet. 

Wednesday morning will see number committee 
reports given the plenary session. These will concern 
such important subjects medical education, medical 
ethics, and international liaison. particular, the 
relationships between organized medicine and such 
bodies W.H.O. and the will come for 
discussion. the afternoon, the delegates will listen 
Professor Hans Selye “Stress and Cardiac Infarcts” 
and Professor Ronald Christie “Chronic Bronchitis 
and Emphysema”, after which they will taken 
tour the Pharmacological Research Laboratories 
Ayerst, McKenna and Harrison Limited. 


Thursday morning, there will more committee 
reports, including that the extremely important 
planning and finance committee the W.M.A. The 
afternoon will devoted panel discussion 
“The North American Approach Health 
which Dr. McMillan Prince Edward Island 
will the moderator, assisted panellists from 
Canada and the U.S.A. Thursday evening the 
delegates will the hosts the Canadian Medical 
Association cocktail party and the Annual Dinner. 
The highlight Friday, which the plenary session 
will all day, will discussion the committee 
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report socio-medical affairs. The exhausted delegates 
will taken Saturday for trip the St. Lawrence 
Seaway. 


Visitors are reminded that there will technical 
and scientific exhibition chosen with care and manned 
multilingual personnel. special program for the 
ladies has also been arranged. 


MEDICAL MEETINGS 


MEDICAL LIBRARY ASSOCIATION 


For the first time the years existence the 
Medical Library Association, its annual convention 
was held the city Toronto, June 19, 1959. 
Registration the King Edward-Sheraton Hotel for 
this event was very satisfactory, for approximately 400 
medical librarians from all over North America joined 
the packed program. the Saturday preceding the 
convention, large number librarians attended 
short refresher courses, which included courses 
medical nomenclature Professor Duck- 
worth, Professor Anatomy, University Toronto, 
and medical writing the Editor this Journal. 

The main theme the convention was “Canada’s 
Contribution Medical Progress” and contributors 
this symposium included Dr. Feasby, who 
outlined the history the discovery insulin; Dr. 
Ferguson, who delivered general paper 
Canadian milestones medical research; Dr. Ian 
Macdonald, who described Canadian milestones 
clinical medicine; and Dr. Stuart Gordon, who 
spoke contributions surgeons Upper Canada. 
The final medical contribution came from Dr. 
Chute, who described Canadian contributions 
medical progress. Other papers dealt with the 
National Science Foundation’s scientific information 
programs, the libraries medical and dental faculties 
and schools Canada (given Miss Doreen 
Fraser, University British Columbia Bio-Medical 
Library), and pharmacy and public health Canada 
(given Dean Hughes the Faculty 
Pharmacy, Toronto). 


Tuesday morning, the University Toronto 
library staff played host and the afternoon the 
Academy Medicine library staff took over. The 
afternoon’s proceedings included panel “The 
Medical Editor, Author and Librarian Team” with 
the Editor this Journal moderator and Drs. 
Janes, Gordon, Elizabeth Chant Robertson 
and Spaulding and Mr. Beatty (Medical 
Librarian, University Missouri) panelists. The 
comments visiting librarians from the States sug- 
gested that the local committee, with Miss Marian 
Patterson Chairman, had produced outstanding 
program. Highlights the social program included 
reception the Vice-Regal Suite the Parliament 
Buildings when His Honour Justice Keiller Mackay, 
Lieutenant-Governor the Province Ontario, 
graciously received the visiting librarians, and the 
Annual Banquet the Association which Dr. 
William Boyd was the guest speaker. 
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LETTERS THE EDITOR 


APATHETIC HYPERTHYROIDISM 


the Editor: 

the May issue the Journal (Canad. J., 
80: 805, 1959) Drs. Wilansky, Kalant and 
Wolfson report thyroid function “apathetic 
hyperthyroidism”. this connection, they emphasize 
the value scanning the diagnosis hyperthyroid- 
ism patients with borderline uptake values. 
The wording suggests that hyperthyroidism 
most likely diagnosis patients with borderline 
uptakes whom localized areas uptake are 
found. 

this laboratory, this phenomenon has been less 
commonly associated with any type hyperthyroidism. 
cases which localized area radioactive 
iodine uptake was found the thyroid gland, with 
low uptake the surrounding thyroid tissue, only 
cases were hyperthyroid. these, six were cases 
classical hyperthyroidism with hyperkinetic activity, 
rapid speech, fine tremor, and pronounced tachycardia. 
True exophthalmos was present one case. (Their 
10-minute uptakes ranged from 3.7% their 
24-hour uptakes from 51% 72%, and from 

Eight the cases could classified “masked” 
hyperthyroidism, though only three cases showed 
“apathy”. Their 10-minute uptakes varied from 1.7% 
13%, their 24-hour uptakes from 32% 85% and 
their P.B.I.’s from 7.1 12.8 Their final 
diagnosis was made only after careful clinical evalua- 
tion and response treatment. 

There can quarrel with Dr. Wilansky’s sug- 
gestion that hyperthyroidism associated with “hot 
nodule” different entity from classical hyper- 
thyroidism associated with goitre 
nodular goitre, but the suggestion that this type 
hyperthyroidism the only for 
“masked” “latent” “apathetic” hyperthyroidism 
open question. Further, such patients may 
manifest “classical hyperthyroidism”. 

Scanning patients with hyperthyroidism would seem 
little value assessing the degree “toxicity” 
compared with clinical evaluation, but may give 
useful information regarding pathogenesis. 

Director, Radioactive Isotope Laboratory, 
St. Michael’s Hospital, 
Toronto, Ontario, 
July 1959. 


REFERENCE 
P.: Clin. Endocrinol., 19: 557, 1959. 


PREVENTION SIPHON ACTIVITY 
THE APPARATUS DURING 
EXCHANGE TRANSFUSION 


the Editor: 


During the course exchange transfusion 
infants, when the Kaessler exchange transfusion set 
used, has been observed that considerable amount 
blood wasted the flasks bottles containing the 
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blood are not kept proper levels. This fact ap- 
parently known many pediatricians who use this 
apparatus frequently. However, persons not used 
this apparatus are liable keep the reservoirs the 
blood incorrect levels resulting considerable 
wastage blood. 

the beginning the exchange transfusion the 
level the blood the almost-full “donor-flask” 
much higher than that the almost-empty “discarded- 
blood flask”. This difference the levels blood 
the flasks, connected each other through the two- 
way glass valve and the tubing filled with the column 
blood, produces siphon activity, virtue 
which the unused blood slowly flows and collects 
the “discarded-blood flask”, often unnoticed the 
operators. 

small experiment, carried out the Research 
Laboratory, Department was demon- 
strated that when both the flasks (500 c.c. Ehrlenmeyer 
flask) were kept the same level, and the “donor- 
flask” was filled: with 500 c.c. human blood, the 
between the levels the blood 
each flask was about inches (11.25 cm.). For the 
first c.c. and for each subsequent c.c. the 
blood, presence the wire-gauze filter, took 
approximately 10, 40, and more than minutes, 
respectively, flow from the “donor-flask” the 
“discarded-blood flask”, because the siphon activity. 
These observations illustrate the approximate rate 
wastage the blood both flasks are kept the 
level. This rate increased the absence the 

Iter. 

The siphon activity thus produced very 
and simply preventable. The only. point made 
sure that the level the blood the “donor-flask” 
must not higher than that the “discarded-blood 
any stage during the exchange. This made 
possible keeping the “discarded-blood flask” 
higher level (for example block wood 
inverted bowl) than the “donor-flask”. desired 
use the bottle instead the “donor-flask”, then 
this must hung lower level than that the 
“discarded-blood flask”. 

Chief Resident 
Ottawa General Hospital, and Department 
University Ottawa, 
Ottawa, Ont. 
June 29, 1959. 


THE LONDON LETTER 


(From our own correspondent) 


EXPERIMENTAL SURGICAL UNIT 


Once again the Postgraduate Medical School 
London the news. This time the opening 
new Experimental Surgical Unit. This has been made 
possible grant £80,000 from the Wellcome 
Trust and £55,000 from the University London. 
Whilst the new laboratories, which were officially 
opened Sir James Paterson Ross, the President 
the Royal College Surgeons England, are intended 
primarily for the department surgery the Post- 
graduate Medical School, their facilities will avail- 
able for other departments surgery the British 
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Postgraduate Medical Federation. The opening this 
new Unit will far towards filling serious gap 
medical research this country. During recent years 
has become increasingly evident that the facilities for 
experimental surgery were wholly inadequate, 
young surgeons have had difficulty finding labora- 
tories which they could carry out their research 
activities. The Royal College Surgeons has done 
what could, but has been clear for many years 
that surgical progress could not maintained unless 
further laboratory facilities became available. The new 
unit should much meet this demand and 
provide the rising generation surgeons with some- 
thing comparable the opportunities available 
their opposite numbers the other side the 
Atlantic. 


RADIOTHERAPY, AND CANCER 


Another interesting development the establish- 
ment St. Thomas’s Hospital, London, new unit 
for the treatment patients with cancer means 
radiotherapy oxygen. The St. 
Thomas’s workers have already obtained encouraging 
results from irradiating malignant growths patients 
breathing times the normal anount oxygen, 
and they have shown that the convulsions caused 
breathing oxygen such pressures can prevented 
cobalt unit, consisting two 2000-curie cobalt-60 
teletherapy heads mounted opposite each other. 
front this the pressure chamber mounted rails, 
which can positioned between the two teletherapy 
heads. comprehensive monitoring apparatus includes 
electrocardiograph, microphone follow the 
tidal volume and minute volume the respiratory 
gases, plethysmograph indicate limb blood-flows, 
and polarograph measure tissue-oxygen 
tension. 


CONFERENCE 


new departure from the usual pattern ophthal- 
mological conferences was held June 
Corneo-Plastic Unit the Queen Victoria Hospital, 
East Grinstead—the hospital that achieved such fame 
during the last War for the outstanding services 
rendered the mutilated survivors the Battle 
Britain. The Corneo-Plastic Unit was set carry 
into civilian life the lessons that had been learned from 
the combined work the plastic surgeons and the 
ophthalmic surgeons during the War. Its threefold 
purpose study eye problems based the 
ciples ophthalmic and plastic surgery, train young 
ophthalmic surgeons this field, and maintain 
regional eye bank. During the first ten years its 
existence ophthalmic surgeons from over different 
countries have visited the unit. The scope the 
program, and the calibre the participants 
conference organized the unit last month, provided 
ample evidence the good work achieved the unit 
and the high reputation has achieved home and 
abroad. Apart from workers this country, the 
participants included Dr. Townley Paton New 
York, Dr. Joaquin Barraquer Barcelona, Professor 
Derrick Vail Chicago, and Professor Amsler 
Zurich. 
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OBITUARIES 


The Lancet has hit the headlines with outspoken 
denunciation boxing. “Time and again,” its first 
leader thundered the other week, “the public has been 
told that the path boxing can lead brain injury, 
imbecility, blindness, death The medical case 
against boxing now strong that doctors have 
clear duty fight for its total abolition.” Doctors, 
however, have been quick spring the defence 
the “noble art”, three major arguments having been 
advanced against the prohibitionist plea. The first 
that The Lancet case based largely upon American 
statistics, which are not applicable this country. The 
second that one compelled take boxing 


career. The third, and most convincing, that 


differentiation made between amateur 
sional boxing. Whatever abuses may result from the 
commercial exploitation the latter not apply 
amateur boxing—particularly practised schools 
and boys’ clubs. THOMSON 


London, July 1959. 


OBITUARIES 


DR. BRACE, 79, died Saskatchewan 
June Englishman birth, from Dorking, Surrey, 
came Canada child, and graduated medi- 
cine Toronto 1910. During the First World War 
served overseas with the medical corps. World 
War again joined the corps and was stationed 
Quebec. For years Dr. Brace practised Biggar, 
Sask., and then Melville, Regina, Delisle and Scott. 
1950 moved Saskatoon, where became 
medical supervisor the provincial geriatric centre. 

Dr. Brace survived his widow, three daughters 
and one son. 


DR. BROWN, former chairman the 
medical board the Ottawa Civic Hospital and 
member the surgical staff there for many years, 
died the hospital May after lengthy illness. 
was born Carleton Place, Ont., and graduated 
medicine from McGill University 1898. For the next 
two years Dr. Brown interned the Royal Victoria 
Hospital, Montreal, before starting practice 
Ottawa 1900. 1910 was appointed the 
surgical staff the County Carleton General 
Protestant Hospital and remained there until 1924. 
served staff surgeon the Ottawa Civic Hospital 
from 1924 1934, when was appointed con- 
sulting surgeon—a post which held until his re- 
tirement 1945. 1926 was made Fellow 
the American College Surgeons. Dr. Brown was 
also life member the Ontario Medical Association. 
survived one daughter. 


DR. FLANAGAN, 61, died suddenly his home 
Myerstown, Pa., May 24. native Avonmore, 
Ont., was educated Queen’s University, Kingston, 
and graduated medicine 1923. After internjng 
St. Mary’s Hospital, Hamilton, did postgraduate 
work New York. For short time practised 
Hamburg, Pa., and then moved Myerstown. 
survived his widow and one son. 
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DR. McARDLE, 42, was killed automobile 
accident North Dakota May 29. former resi- 
dent Winnipeg, Man., served overseas with the 
R.C.A.F. for six years World War and took part 
the Battle Britain. Dr. McArdle graduated 
medicine from the University Manitoba 1952 and 
did postgraduate work St. Boniface Hospital. 
1953 moved Minot, N.D. 


DR. ANGUS ALEXANDER MacMILLAN, 44, died 
Vancouver, June 23. Dr. MacMillan was born 
Guelph, Ont., and was graduate Queen’s Uni- 
versity, 1941. Following internship the Ottawa Civic 
Hospital, Dr. MacMillan served the R.C.N.(R) from 
1942 1946. began his postgraduate training 
the Royal Victoria Hospital, Montreal, and 
completed his training the Vancouver General Hos- 
pital, receiving his certification from the Royal College 
Physicians and Surgeons 1950. 


Dr. MacMillan was senior partner Associated 
Services, Vancouver; member the 
attending staff the Vancouver General Hospital and 
the Vancouver Children’s Hospital, and the teaching 
staff the University British Columbia. was 
member the Canadian Society and the 
American Society Anesthesiology. 


survived his widow, daughter and son. 


DR. SKIPPER, 66, member the medical staff 
the Ontario Hospital, Woodstock, died that hos- 
pital May 27. Born Kingsville, Ont., had 
practised Pelee Island for years. the First 
World War Dr. Skipper served surgeon the 
Navy. 

survived his widow and daughter. 


DR. WHITELOCK, 71, died the Greater 
Niagara General Hospital, Niagara Falls, Ont., 
June 12. Born Hamilton, attended Queen’s Uni- 
versity, Kingston, where graduated medicine 
1914. During World War Dr. Whitelock served over- 
seas with the Royal Army Medical Corps. After his 
discharge practised Saskatoon and later 
Harrowsmith, Ont., moving Niagara Falls 1929. 
the outbreak the Second World War, Dr. White- 
lock joined the R.C.A.M.C. and served for five years. 
1946 was appointed Medical Officer Health 
Niagara Falls. 


Dr. Whitelock survived his widow, one son and 
three daughters. 


MISS GRACE SICKLES 


regret announce the death June 
Troy, New York, Miss Grace Sickles, Associate 
Research Scientist the Division Laboratories and 
Research the New York State Department Health. 
Miss Sickles best known the discoverer with Dr. 
Gilbert Dalldorf the Coxsackie virus 1947. She 
identified this virus during study epidemics 
poliomyelitis New York State, and the virus was 
named for the village which the first two recognized 
human infections occurred. She had previously carried 
out studies with Dr. Augustus Wadsworth anti- 
sera against pneumococci, meningococci 
cocci, diphtheria toxin and antibiotic activity 
micro-organisms from soil. 
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PROVINCIAL NEWS 


ALBERTA 


previous summers two camps for diabetic 
children are operation Alberta. Camp Cadiscasu, 
Pine Lake, operated the Calgary branch 
the Canadian Diabetic Association and the Kinsmen 
Club Calgary. accepts both boys and girls, aged 
5-18, number. Camp held August 16-30 
the Brith grounds. 

the north the Charles Best Camp held the 
Anglican Church Campsite, Lake Wabamum, August 
15-29, with expected enrolment 35-40 boys and 
girls, aged 6-18. The sponsor the Edmonton branch 
the Canadian Diabetic Association. Cost the 
operation $75 per week per child, but the fee 
set $25 per week and this waived circumstances 
warrant. 

Both camps are staffed medical team well 
program director and counsellors. 


June Edmonton bronze tablet was pre- 
sented Dr. Collip, dean medicine the 
University Western Ontario. The tablet, which was 
presented Dr. Walter Johns, president the 


Plaque the University Alberta commemorating the 
discovery parathyroid hormone. 


University Alberta, and will placed the de- 
partment biochemistry there, commemorates Dr. 
Collip’s teaching and research the university. Dr. 
Collip was the first isolate parathyroid hormone, 
which did while was working the department 
biochemistry. 


Dr. Percy Sprague, Dr. Gilbert and the 
Minister Health for Alberta, Dr. Donovan Ross, 
were recently presented with life memberships the 
Canadian Diabetic Association recognition their 
service the cause diabetics. 


amendment the Public Health Act Alberta 
prohibits the use shoe-fitting fluoroscopes the 
province. 


SASKATCHEWAN 


Fifty-two delegates the annual meeting the 
Saskatoon constituency thé C.C.F. recently called 
for immediate reversal recent policy changes 
the provincial government’s medical benefits pro- 
gram old age and disabled persons, charging that 
the move showed declining concern for the humani- 
tarian goals” the C.C.F. movement. 
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The conference claimed that the changes from the 
original policy, whereby recipients benefits would 
responsible for 50% the cost drugs and re- 
sponsible also for physicians’ fees beyond 
14-day hospital period, were contributing further 
the ‘declining vigour C.F. policies and programs 
during the last few years”. 


The resolution, drafted the association’s executive, 
announced flatly that the executive “is the opinion 
that economies government administration should 
not achieved the expense this particular 
section the population which least able fend 
for itself”. 


The executive added that since 
section C.C.F. association members the city 
“and probably also the general population” had 
already experienced considerably reduced enthusi- 
asm” for the policies being followed the C.C.F. 
government and for what appeared declining 
concern for the humanitarian goals our government”, 
the association was the opinion that the C.C.F. 
government could not afford this time alienate 
still further number voters. 


Planning under way for refresher course 
held Saskatoon January 1960, “Management 
injuries bones and joints”. 


During June, Dr. Hopmans spoke the 
University Hospital Saskatoon “Some aspects 
the treatment osteomyelitis.” 


Professor Francis Stock, professor and 
dean the medical school the University Hong 
Kong, will visiting Saskatoon August 29. 

Professor Stock well-known surgeon, trained 
Great Britain, who has written quite extensively 
the literature and particularly interested some 
the rather unusual surgical procedures which occur 


MANITOBA 


Dr. Thorlakson, President the Winnipeg 
General Hospital Medical Alumni Association, has 
presented cheque for $1000 Dr. Henry Guenther, 
Winnipeg, the first holder the Fellowship instituted 
the Association. will employ the award for pro- 
fessional advancement. 


Dr. James Bennett the Winnipeg General Hospital 
radiotherapy department Burma supervise the 
use cobalt therapy unit presented Canada. 


Dr. Pincock has retired provincial psychi- 
atrist and has been succeeded Dr. Edward Johnson, 
medical director Selkirk Mental Hospital, who the 
present time making study mental hospitals 
Europe.-Dr. Johnson president the Manitoba 
Medical Association. Dr. Pincock was the first deputy 
minister the department public health and welfare, 
and was medical director Brandon Mental Hospital 
before becoming provincial psychiatrist. 

Ross 
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ONTARIO 


Two hundred and sixty-five delegates participated 
six sessions Council meetings receiving and dis- 
cussing reports during the two-day period preceding 
the scientific sessions the Ontario Medical Associa- 
tion Toronto May. 


The Special Committee Medical Care and Prac- 
tice presented excellent report. While its terms 
reference embraced almost the entire field medicine, 
the most urgent subject was government intervention 
the field private practice. The committee be- 
lieves that would not the best interests 
all concerned for doctors participate insurance 
plan. administered government unless the manner 
participation satisfactory the medical pro- 
fession. 


The beliefs the committee were summarized 
thus: (1) Central government has proper role 
play the health field [this role was outlined the 
report]. (2) The people have right insure them- 
selves any manner against possible medical ex- 
penses. (3) The demand for comprehensive govern- 
ment plan based dissatisfaction significant 
segments the public with protection afforded 
existing plans. (4) Before any plan formulated 
government its agencies, the medical profession 
must consulted ensure that the plan realistic 
covering the medical needs the population. 
(5) The profession should participate any plan only 
the manner participation acceptable it. 
(6) Participation any plan must follow the premise 
that the physician’s prime interest with the patient 
and the standard medical care that will avail- 
able. (7) any plan formulated which not 
approved advance the medical profession, the 
doctor should remain outside the plan making his 
contract with the patient and not the plan. (8) 
effective association one united that individual 
and/or group self-interest forgotten the desire 
develop and foster policies designed for the common 
good. 


These two recommendations were adopted: “The 
committee recommends that government any 
body organization should attempt introduction 
legislation economic sanctions which would inter- 
fere with this individual freedom patient 
physician, the Ontario Medical Association gives notice 
that the members this Associaton will object the 
discrimination refusing participate such 
plan.” 

“The committee recommends that the way for each 
the medical profession cope with any 
further extension into the field private medical 
practice government any other agency 
give heed the protection the rights and privileges 
now enjoys not accepting third party payments 
directly contracts which interfere with this demo- 
cratic right personal liberty and self-determination.” 

The special committee was requested Council 
investigate the problem the future the pre- 
paid medical plans with reference the implementa- 
tion the principles enunciated the above resolu- 
tion. was also asked determine the views the 
profession whether not Physicians’ Services 
Incorporated, Medical Services, Medical 
Welfare and Workmen’s Compensation Board are 
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within the meaning third party used that 
resolution. 

The committee also presented opinion the 
fee-for-service principle. After outlining its advantages 
respect professional independence and main- 
tenance the doctor-patient relationship, the opinion 
ended follows: supporting the fee-for-service 
principle, would maintain all times the individual 
doctor’s right choose his own method remunera- 
tion. would, however, ask him consider before 
signing contract whether forfeiting his independ- 
ence, and whether he, his confreres, the members his 
section and the profession large would not 
better off under fee-for-service principle when this 


applicable.” 


Dr. Cameron, deputy minister health 
the federal government, who was head Canada’s 
delegation the recent World Health Assembly 
Geneva, has been made Fellow the Royal College 
Physicians London. 


Dr. MacHaffie, the first medical officer 
the Ottawa Public Schools, has retired after years’ 
service this post. will succeeded Dr. Anna 
Wilson Sharpe. 


Dr. Warminton, Niagara Falls, has been 
appointed medical director the medical products 
department Cyanamid Canada Limited. Dr. 
Warminton chairman the Committee Occupa- 
tional Medicine the C.M.A. and councillor for 
middle Canada the Industrial Medical Association. 

CHASE 


Mr. John Collins Cathcart Street, London, 
Ontario, now his third year the University 
Western Ontario School Medicine, London, Ontario, 
has been awarded $500 scholarship for research and 
clinical training this summer allergic diseases 
the Allergy Foundation America. 

Mr. Collins will extend work done his supervisor, 
Dr. Toogood, instructor medicine, University 
Western Ontario, and director, Allergy Laboratory 
Victoria Hospital, London, Ontario, modification 
development the allergic wheal both humans 
and experimental animals. 


NOVA SCOTIA 


The annual meeting the Halifax Medical Society 
was held April and May with the retiring 
president, Dr. Marshall, the chair. The first 
session the meeting was held the Dalhousie 
Public Health Clinic. this meeting, the secretary, 
Dr. Hereford Still, gave brief report the 
activities during the past year. Dr. Still 
pointed out the poor attendance record the members 
the Society. The records showed that more than 
40% our members attended the meetings during the 
year, very unsatisfactory state affairs. 

this meeting, Dr. Murray Fraser, president 
the Board Directors Maritime Medical Care, Inc., 
gave lengthy report the operation Maritime 
Medical Care, Inc., since its inception ten years ago. 
stated that the first year the operation this 
prepaid medical scheme, the annual budget was but 
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Pro-Banthine with Dartal 


Pro-Banthine— 

unexcelled for relief cholinergic spasm— 

has been combined with 

Dartal— 

new, well-tolerated agent for stabilizing emotions— 

provide you with 

Pro-Banthine with Dartal— 

for more specific control functional gastrointestinal 
disorders, especially those aggravated emotional 
tension. 


Specific Clinical Applications: Functional gastroin- 
disturbances, pylorospasm, peptic ulcer, gas- 
tritis, spastic colon (irritable bowel), biliary dyskinesia. 
Dosage: One tablet three times day. 

Availability: Aqua-colored tablets containing mg. 
Pro-Banthine (brand propantheline bromide) 
and mg. Dartal (brand thiopropazate dihydro- 
chloride). Searle Co., Chicago 80, Illinois, 
Research the Service Medicine. 


SEARLE CO. CANADA LTD., 247 QUEEN ST., E., BRAMPTON, ONT. 
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(Continued from page 208) 


$37,000. This has grown until today the annual budget 
excess $2,000,000. During these ten years 
operation, Maritime Medical Care, Inc., has suffered 
yearly deficit many occasions. The total their 
operations has left them with overall deficit 
some $8000. During the last few years, Maritime 
Medical Care, Inc., has pro-rated the doctors’ accounts 


85%. The prospects this 85% being increased 


90% are poor indeed. They have adopted the new 
Nova Scotia schedule fees, and this goes into 
operation July This new schedule fees 
some respects 25% higher than was ten years ago. 
Because this new schedule fees, Maritime Medical 
Care, Inc., have decided increase their rates the 
subscribers. This increase rates will bring them 
alignment with the rates paid subscribers similar 
schemes across Canada. Dr. Fraser stated that during 
the coming year was the intention Maritime 
Medical Care, Inc., put their revenue into 
special fund take care future contingencies. 

The nominating committee brought the new 
slate officers for 1959-60. They are: Dr. John 
Merritt, president; Dr. Donald MacRae, vice- 
president; Dr. Hereford Still, secretary, and Dr. 
Ralph Ballem, treasurer. 

The second portion this meeting was held the 
Nova Scotian Hotel May This was mixed 
affair which, has been the custom for the past 
four years, the wives the doctors were invited. 
After dinner, the retiring president, Dr. Marshall, gave 
address the happenings the past year, both 
the local and international fields. After his address, 
the new president, Dr. John Merritt, 
office and addressed briefly. Dancing was enjoyed 
until the hour 1.00 a.m. 


Dr. Harries, coroner New Glasgow, stated 
that New Glasgow doctors had refused perform 
autopsy highway accident victim because the 
municipality’s archaic towards paying autopsy 
fees. pathologist perform autopsy 
one Charles Stuart Duggan until reimbursed for 
dozen other autopies. Dr. Harries stated that the 
authorities were asking for professional services 
ridiculous rate pay. stated that fee $5.00 
was provided the Coroners Act for autopsy, 
and another $5.00 the the doctor testified the 
inquest. 

Dr. Park, resident pathologist the Aberdeen 
Hospital, had submitted bills the municipality 
Pictou County for autopsies. said had dis- 
regarded the sum set down law, and asked for the 
going rate paid other municipalities. Dr. Harries 
said the average minimum fee for complete autopsy 
with microscopic examination was $40. stated that 
was quite sympathy with the stand taken 
Dr. Park this matter and hoped solution would 
found the very near future. the meantime, 
Dr. Park has stated that will not perform any 
more autopsies paid for the others per- 
formed him, and satisfactory schedule fees 
agreed upon. 


Dr. and Mrs. Maynard Taylor Barrington 
Passage June take residence Miami, 
Florida, where Dr. Taylor will taking four years 
postgraduate work surgery. 


Canad. 
Aug. 1959, vol. 


the recent meeting the Canadian Tuberculosis 
Association held Halifax, Dr. Beckwith, 
executive secretary the Medical Society Nova 
Scotia, and Dr. Allan Morton, commissioner 
health the City Halifax, were appointed honorary 
life member the Canadian Tuberculosis Association. 


Dr. Scammell Halifax has been appointed 
chairman the Medical Committee the Inter- 
national Association Industrial Accident Boards and 
Commission. This important appointment which 
covers the whole the North American continent. 


Dr. Garth Vaughan, Halifax, who has been 
surgery the Victoria General Hospital 


for four years, has received scholarship for one 


postgraduate study cancer surgery and re- 
search London, England. This scholarship, awarded 
the Canadian Cancer Society, provides for six 
months’ affiliation with Guy’s Hospital London, 
and further six months St. Mark’s Hospital. 


Dr. Kenneth MacKinnon, native Antigonish, 
N.S., and graduate Dalhousie Medical School, has 
been appointed urologist-in-chief the Royal Victoria 
Hospital, effective July 1959. 


Dr. John Bethune Halifax and Berwick has 
been appointed National Research Council medical 
research associate Dalhousie University. Dr. Bethune 
the second recipient the associateship Dal- 
housie, the other being Dr. Wainwright, associate 


FORTHCOMING MEETINGS 


CANADA 


13th General Assembly, 
Montreal, Que. (Dr. Louis Bauer, World Medical Asso- 
ciation, Columbus Circle, New York 19, N.Y.) Septem- 
ber 7-12, 1959. 


Annual Meeting, Mont Tremblant Lodge, Mont- 
Tremblant, Que. (Dr. Secretary, 280 Bloor 
St. West, Toronto Ont.) September 10-13, 1959. 
CANADIAN OPHTHALMOLOGICAL CANA- 
Annual Meeting, Sheraton- 
Brock Hotel, Niagara Falls, Ont. (Dr. Kelly, 
Secretary, St. Clair Avenue West, Toronto Ont.) 
October 6-8, 1959. 

CANADIAN OTOLARYNGOLOGICAL CANA- 
DIENNE Annual Meeting, Sheraton- 
Brock Hotel, Niagara Falls, Ont. (Dr. Donald MacRae, 
Secretary, 324 Spring Garden Road, Halifax, N.S.) October 
and 10, 1959. 


THE CANADIAN SOCIETY FOR THE FERTILITY, 
Annual Meeting, Queen Elizabeth Hotel, Montreal, Quebec. 
(Dr. Jean Campbell, Secretary-Treasurer, 238 Queen’s 
Ave., London, Ont.) October and 24, 1959. 


CORRECTION 


the list “General Hospitals Canada Approved 
the Canadian Medical Association (lst Year) 
Intern Training”, published the issue July (81: 51, 
1959), the number teaching public ward (medicine) 


St-Luc, Montreal, given The correct num- 
ber 94. 
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CONNAUGHT 


DPT POLIO VACCINE 


Diphtheria and Tetanus Toxoids 
combined with 
Pertussis and Poliomyelitis Vaccines 


For the immunization 


Infants and Pre-school Children 


POLIO VACCINE 


Diphtheria and Tetanus Toxoids 
combined with 
Poliomyelitis Vaccine 
For reinforcing doses only 


School Children 


TETANUS-POLIO VACCINE 


Tetanus Toxoid and Poliomyelitis Vaccine (Combined) 


For the immunization 
Adults 


How Supplied 


DPT Polio Vaccine, Polio Vaccine and Tetanus-Polio Vaccine 
are supplied rubber-capped vials containing cc. 


CONNAUGHT MEDICAL RESEARCH LABORATORIES 


UNIVERSITY TORONTO 
TORONTO CANADA 


Established 1914 for Public Service through 
Medical Research and the development 
Products for Prevention Treatment Disease. 
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BOOK REVIEWS 


PATHOGENESIS AND TREATMENT PARKINSON- 
ISM. Edited William Fields, Baylor University 
College Medicine. 372 pp. Thomas, 
Springfield, The Ryerson Press, Toronto, 1958. $11.75. 


This excellent symposium comes from the Houston 
Neurological Society, 1958. Papers pathogenesis and 


‘treatment from leaders the current medico-surgical 


advances (Ward, Spiegel, Bucy, Schwab, Pool, Cooper, 
etc.) together with historical review Russell 
Meyers and summary Earl Walker compose 
valuable picture reliable American opinion. Modern 
surgical procedures and matters local neuro-anatomy 
and physiology are discussed. comprehensive 
account the pathogenesis and treatment, short 
the side medical neurology and the psychological 
and social interplay. The older literature, the natural 
history the disease, and such important symptoms 
slowness, stalling, and poverty movement, which 
can operate independently tremor and rigidity, re- 
ceive little attention. However, for the “surgical attack” 
the problem these papers are excellent and 
reliable source reference presented and published 
admirable form. 


Rakoff and Cantarow, Jefferson Medical College, 
Philadelphia, Pa. 941 pp. 2nd ed. Paul Hoeber, 
Inc., Medical Book Department Harper Brothers, 
New York, 1958. $18.00. 


This textbook may considered unusual that 
not the product great many collaborators with 
resulting variety approaches problems, but rather 
book with unity thought and concept, since the 
authors work and teach together Jefferson Medical 
College and Hospital. 


Each endocrine gland discussed systematic 
fashion under the headings embryology, anatomy 
(gross and histological), physiology 
physiology, diagnostic procedures and treatment, to- 
gether with very interesting explanations for the 
alterations based sound understanding 
the pathological physiology. Based this foundation 
rational and practical. 


Besides the discussions endocrine glands there are 
special chapters obesity, diabetes 
The problems puberty, adolescence, menstruation, 
pregnancy and the menopause are all given special 
consideration. There well very useful chapter 
commercial hormone preparations; indeed the 
practical needs clinicians are kept paramount 
throughout the book, and the authors not bewilder 
the reader with the many possible methods treat- 
ment but each case indicate clearly the program 
therapy that has proved most valuable their own 
experience. This approach treatment conserva- 
tive “middle the road” one. Nowhere this more 
evident than their discussion the place surgery 
and radioactive iodine management hyperthyroid- 
ism. 

This book will prove great value the medical 
student, intern and practising physician. There 
better standard-size reference text endocrinology 
today, and this book should available all hospital 
libraries. 
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INDUSTRIAL HEALTH TECHNOLOGY. Bryan Harvey 
and Robert Murray. 337 pp. Illust. Butterworth Co. 
Limited, London and Toronto, 1958. $9.00. 

This comprehensive treatise the subject 

industrial hazards. The causes industrial disease are 

outlined, the list including usual chemical causes plus 
decompression sickness and toxic also 
interesting note that anthrax and glanders are con- 
sidered among industrial diseases. There chapter 
high and low barometric pressure including decom- 
pression sickness, extremes temperature, heat cramp, 
heat exhaustion and heat stroke, while excessive hu- 
midity, defective lighting, excessive noise and effects 
radiant energy are also covered. 

The effects electric shock and full description 


resuscitation the Holger-Nielsen method are 


outlined. Conditions caused repeated motion and 
pressure including tenosynovitis, bursitis, occupational 
cramps and the “white hand” are also outlined. 
the experience the authors, the dead hand white 
hand described here associated with the use 
portable vibrating tools and exposure vibrations 
2000 7500 beats per minute. 

The chapters organic and inorganic dusts and 
fumes are interesting. The list irritants specifically 
affecting the lungs includes silica, asbestos, bauxite 
and tale. The authors then discuss the dust and fumes 
which can cause lung cancer. Miners Czechoslovakia 
have high incidence lung cancer due radio- 
activity the dusts they inhale the course their 
work; chromates, arsenic and nickel exposures can 
cause this disease. The book deals briefly with lung 
tissue irritants and discusses chemicals acting the 
central nervous system, the kidneys and liver and the 
blood. Industrial dermatitis briefly covered. The 
principles prevention industrial disease include 
substitution, segregation, enclosure, exhaust ventilation, 
wet methods, personal protection for the worker, air 
sampling and control humidity. 

This handbook contains the latest information 
industrial disease and allied conditions, and will 
most helpful the industrial doctor and the industrial 
engineer. 


INTERNATIONALES SYMPOSION UEBER KLINISCHE 
CYTODIAGNOSTIK. Vom 1-2, 1957 Erlangen 
(International Symposium Cytodiagnosis. 
March 1-2, 1957, Erlangen). Edited Henning 
and Witte, Erlangen. 216 pp. Georg Thieme 
Verlag, Stuttgart; Intercontinental Medical Book Corpor- 
ation, New York, 1958. $8.10. 

The whole the International Symposium Clinical 

Cytodiagnosis, held Erlangen, Germany, March 

should noted that the international nature this 

symposium was strictly limited, for most the con- 
tributors came either from Germany, Austria Swit- 
zerland. The first topic under discussion was related 
general cytology with papers such subjects 
electron microscopical findings cells, cytochemical 
findings and experience with the fluorescence micro- 
scope. This section was followed few papers 
microscopical technique, but the major portion the 
monograph concerned with special cytodiagnosis. 

This contains many interesting papers and discussions 

the cytology variety organs and structures. 

There particularly detailed collection papers 

gastro-intestinal cytodiagnosis, well section 

the cytology the bronchi. 


(Continued page 214) 
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When the distraction intestinal... 


Motion study the man the second row rightly but sadly speaks 
diarrhea. And yet intestinal repose could his lot with POLYMAGMA 
Claysorb, more than five times adsorp- 
tive kaolin, permitting low-dose regimen with high 
both have taste and texture that wear well all through treatment. 


bacterial diarrheas: noninfectious diarrheas: 


Polymagma Diamagma 


Dihydrostreptomycin Sulphate, Claysorb (Activated Attapulgite, 
Polymyxin Wyeth) and Pectin 


Pectin with Claysorb Alumina Gel, Wyeth 


(Activated Attapulgite, Wyeth 
REG. TRADE MARK *Reg. Trade Mark 


WALKERVILLE, ONTARIO 
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HEALTH 


(Continued from page 212) 


MEDICAL HISTORY THE SECOND WORLD WAR. 
The Royal Air Force Medical Services. Vol. Cam- 
paigns. Edited 730 pp. Illust. 
Her Stationery Office, London, 105s. net. 


This the third and last volume the series dealing 
with the work the Medical Branch the 
Air Force during the Second World War. presents 
study the major campaigns which the Royal Air 
Force was actively engaged and, the previous 
two volumes dealing with Administration and Com- 
mands, shows how the branch expanded from 
small one organization whose members served 
every quarter the globe. Although entitled 
the course actions surveying critically the 
efforts made the medical forces assist their 
combatant counterparts success well 
adversity. 

The story presented chapters arranged 
chronological order. First, there are the campaigns 
France, Norway, Greece and Crete, where the 
medical services worked against great odds. The 
second phase includes the Western Desert fighting, 
where great strides practical service medicine were 
made; while the North Russia and West Africa cam- 
paigns demonstrate particular medical difficulties 
setting supply bases under two varying climatic 


the emphasis not much describing 


Canad. 


conditions. The final phase, covering triumphs 
Italy, North West Europe and the Far East, 
excellent demonstration practical application 
knowledge accumulated from the earlier campaigns. 

All campaigns recorded usually involved living under 
field conditions where preventive medicine and ele- 
mentary health safeguards were paramount im- 
portance. The story told reveals the serious discrepancy 
which existed between theory and practice the 
preparation units for service the field. Often, 
especially during the earlier campaigns, even the 
minimum standards hygiene and preventive medicine 
were neither understood nor observed. This clearly 
brought out the stories told, and frequently resulted 
part from failure those authority appreciate 
the value instruction elementary field hygiene 
and the refusal accept put into practice such 
training had been received. example this 
the story malaria and dysentery, for which the 
man-hour losses were formidable, especially when 
remembered that they were large measure 
preventable. The editor congratulated for 
the care which has taken record faithfully the 
difficulties encountered and the mistakes made well 
the sins omission and commission. 

The story reveals many triumphs but especially 
teaches lesson that efficiently organized medical 
service vital factor the success campaign. 


PUBLIC HEALTH 


THE HEALTH SECTION, DoMINION STATISTICS 


Disease 
Brucellosis (Undulant fever).................... (044) 
the newborn, epidemic.............. (764) 
Encephalitis, (082.0) 
Food poisoning: 
(a) Staphylococcus intoxication............. (049.0) 
(b) Salmonella infections................... (042.1) 
(049.2) 
Hepatitis, infectious 
(including serum hepatitis)............ (092, N998.5) 
Meningitis, viral aseptic.............. (080.2, 082.1) 
Meningococcal (057 


Pemphigus neonatorum (Impetigo the newborn).(766) 
Pertussis (Whooping cough) 056 
Poliomyelitis, paralytic................. 


(080.0, 080.1) 


Scarlet fever and Streptococcal sore 051) 
Tuberculosis: 
(b) Other and unspecified................. (003-019) 
Typhoid and Paratyphoid fever............. (040, 041) 
Venereal diseases: 


May 


Cumulative total 


Week ended (1959): since beginning year 


June June13 June 1959 1958 

211 

106 104 2,849 2,983 
377 560 532 13,962 5,669 
126 2,263 2,915 
300 233 279 6,414 6,706 
977 965 


*Excluding Northwest Territories. Figures for the Yukon are received four-weekly and are, therefore, shown the cumula- 


tive totals only. 


chancroid, granuloma inguinale and lymphogranuloma venereum. 


tNot reportable. 
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Sunnybrook Hospital for one year beginning January 1960. 
Salary $2700 per Also Senior 
immediately for one year. Salary $2100. Please address all letters 
12. Ontario. 


WANTED.—For St. Thomas-Elgin General Hospital, St. 
Thomas, Ontario, resident junior rotating intern. Salary $175 
per month less $25 per month for full maintenance and laundry. 
This hospital was opened May 1954, has 365 beds and fully 
accredited. Apply: Superintendent. 


ACTIVE, ACCREDITED, 160-bed hospital Montreal, re- 
quires resident. salary $250 per month. Reply 
Box 382, CMA Journal, 150 St. George St., Toronto Ont. 


VACANCIES EXIST IMMEDIATELY for Junior Rotating 
Interns 806-bed general hospital, all services very active. 
Salary, $125 per month plus full maintenance, with bonus $25 
per month for satisfactory completion contract. Applications 
Dr. Pickles, Medical Director, Regina General Hos- 
pital, Regina, Saskatchewan. 


RESIDENT PATHOLOGY FOR TEACHING HOSPITAL.— 
IMMEDIATE VACANCY FOR APPLICANT WITH LEAST 


Practices 


NOTE: avoid the publication misleading informa- 
tion, all advertisers under the classification 
the Canadian Medical Association Journal should fur- 
nish the following information: 

community and surrounding territory 
served. 

Number doctors now practising the community. 

Location nearest doctor the community has 
resident physician. 

Location nearest hospital. 

Description and suggested price premises for office 
and residence. 

Whether not introduction least two months’ 
duration may afforded prospective purchaser. 


EXCELLENT UNOPPOSED GENERAL PRACTICE at- 
tractive eastern Ontario village 1000 population, serving large 
area. One active doctor within miles; two open hospitals 
miles away. Large, brick house, fully equipped office, large, 
well-kept garden. Annual gross over $25,000, includes govern- 
ment salary $2400. Easy terms, below annual gross, includes 
salaried introduction two months. Owner specializing. 
Box 928, CMA Journal, 150 St. George St., Toronto 

nt. 


FOR PHYSICIAN’S LARGE BRICK HOME with 
contained office located central Ontario village 670 with 
extensive surrounding area. New well-equipped hospital 
miles. charge for included active practice. Reply Box 
364, CMA Journal, 150 St. George St., Toronto Ont. 


GENERAL PRACTICE AND LARGE ATTACHED BRICK 
HOUSE FOR SALE central Ontario town. General office 
equipment included plus full introductions patients. Reply 
Box 361, CMA Journal, 150 St. George St., Toronto Ont. 


UNIQUE OPPORTUNITY acquire unopposed old-estab- 
lished ear, nose and throat practice prairie city. Open 
hospitals, For details write giving information age, experi- 
ence, marital status and religion Box 363, CMA Journal, 150 
St. George St., Toronto Ont. 


ment and furniture $4500 terms. Reply Box 381, CMA 
Journal, 150 St. George St., Toronto Ont. 


Fellowships 


CHILD PSYCHIATRY. Applications are 
being considered for training Child Psychiatry. American 
Association Clinics for Children approved training 


DICAL DIRECTOR 


Smith Kline French requires well qualified full 
time physician give overall direction its 
expanding clinical and development organization 
Canada. 


Candidates should have university connection 
and background either pharmacology, physi- 
ology biochemistry well clinical 
research. 


Should prepared accept administrative 
responsibilities well travel. 


Will required maintain direct liaison with 
SKF research and development centers 
other countries. 


Interested physicians should write to:— 


General Manager, 

Smith Kline French Inter-American 
Corporation, 

300 Laurentian Boulevard, 

Montreal Quebec. 


REGIONAL 
MEDICAL HEALTH OFFICERS 


required 


SASK. DEPT. PUBLIC HEALTH 


SALARY RANGE: $796 $968 per month. 


REQUIREMENTS: Graduation from approved school 
medicine, diploma Master’s degree public health 
and some medical and administrative experience; 
professional, medical and administrative work medical 
health officers organized health regions with populations 
approximately 50,000 and develop regional preventive 
services and general public health program. 


BENEFITS: Three weeks’ holiday, three weeks’ accumu- 
lative sick leave allowance annually with pay, excellent 
pension and group life insurance plans, opportunity for 
assisted post-graduate training and other benefits. 


APPLICATIONS: Forms and further information avail- 
able Public Service Commission, Legislative Bldg., and 
Dept. Public Health, Health and Welfare Bldg., Regina, 
Sask., Canada. Inquiries concerning this competition 
should refer file No. 6009. 


ONE YEAR JUNIOR TRAINING PATHOLOGY. GOOD 
SALARY. APPLY GIVING CURRICULUM VITAE AND NAMES 
THREE REFERENCES Dr. Douglas Waugh, Patho- 
GENERAL PRACTICE, MANITOBA.—Town 1000, centre 
population about 6000. One other doctor. Modern well- 
equipped hospital. Annual net income $15,000. Price $15,000 
including fully modern house and office equipment. Terms can 
arranged. Owner retiring. Reply Box 362, CMA Journal, 
150 St. George St., Toronto Ont. 
SASKATCHEWAN.—UNOPPOSED PRACTICE serving popu- 
lation Nearest doctor miles. Two modern hospitals, 
one miles, beds; other miles, 30_beds. Combined office 
and living quarters available for rent. Price including 
SURGERY, available July 1959, the University Hospital, 
Edmonton. $3000.00 yearly. Apply—Department Cardiovascular 
Surgery, University Hospital, Edmonton, Alberta. 
vices, Fellowships provide two-year training program with 
academic seminars and personal supervision candidates who 
have completed two years approved general 
Apply Dr. Franklin Robinson, Director, 
Children’s Service Center Wyoming Valley, Inc., 335 South 
Franklin Street, Wilks-Barre, Penna. 


MEDICAL NEWS brief 


(Continued from page 199) 
COLOUR THE HOSPITAL 


Berlin hospital, Paschke has 
been having fun with experiments 
colour. Describing his studies 
the effects different colour com- 
binations the patients and the 
staff (Deutsche Gesundheitswesen, 
14: 682, 1959) points out that 
concerned with three particular 


THE SPOT COVERAGE 


TOPICAL FUNGICIDE FOR TOPICAL FUNGOUS INFECTIONS 


parts the building: (1) the main 
lobbies, (2) the lobbies and diag- 
nostic and treatment rooms the 
wards, (3) the patients’ rooms. For 
the main lobby, particularly 
enthusiastic about mixture 
medium blue ceiling and medium 
yellow walls toning off the lower 
green and accompanied red- 
dish-brown linoleum. Paschke con- 
siders that large lobbies require 
very strong colour contrasts 


Desenex attacks fungous infections caused dermatophytes which 
affect the horny, keratinized layers the skin. 


Athlete’s foot fungous infection the skin involving the superficial 
layers that are not reached the blood supply. fungicidal agent, 
applied directly these superficial fungous infections, brings the 


antifungal agent into intimate contact with the invading organism for 


the most effective method treatment. 

Desenex, combination zinc and undecylenic acid 
unsaturated fatty acid with 11-carbon chain has resulted 
more “clinical” cures proved the least irritating, and the safest 


all potent fungicidal agents. 
ointment solution powder 


Maltbie Laboratories Division Wallace Tiernan Limited, Scarborough, Ontario 
CANADIAN VAN ZANT 357 College St., Toronto, Ontario 
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deprive them their empty and 
depressing characters. However, 
lobbies the wards cannot 
treated roughly; they require 
treatment rather similar that 
the patients’ rooms. Here Paschke 
makes distinction between the 
sexes. The male wards have medi- 
yellow ceiling and bright grey 
walls. This has somewhat harsher 
effect than the combination 
light green wall and medium yel- 
low ceiling the women’s wards. 
The floors are laid with green linol- 
eum. This combination colours 
gives pleasing effect lightness 
even rainy days and harmonizes 
well with any trees the vicinity. 
Arched ceilings give the lobbies 
air. 

The author has 
mented with varieties colours 
rooms, and encouraged 
free criticism these combina- 
tions. some cases, three different 
colours room have been chosen 
with good effect, such medium 
yellow ceiling, two medium grey- 
blue walls containing door and win- 
dow, and the remaining walls 
strong beige. The author warns 
that children respond very differ- 
ently colours, and that 
wards therefore 
colour treatment. 


AMERICAN GOITER 
ASSOCIATION 


The American Goiter Association 
again offers the Van Meter Prize 
Award $300 the essayist sub- 
mitting the best manuscript 
original and 
concerning “goiter—especially 
basic cause”. The studies sub- 
mitted may relate any aspect 
the thyroid gland all its func- 
tions health and disease. The 
award will made the Fourth 
International Goiter Conference 
London, England, July 5-9, 
where place the program will 
reserved for the winning 
ist can attend the meeting. 
For 1960, the recipient the 
award will receive consideration 
ium. 

The competing essays may cover 
either clinical research investi- 
gations, should not exceed 
words length and must pre- 
sented English. Duplicate 
written copies, 


sent the Secretary, 


| 
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Dr. John McClintock, 149% 
Washington Avenue, Albany 10, 


New York, not later than January 
1960. 


POSTGRADUATE COURSE 
OCCUPATIONAL 
SKIN PROBLEMS 


The Institute Industrial 
Health the University Cin- 
cinnati announces that the fourth 
biennial course instruction 
Occupational Skin Problems will 
given during the week Octo- 
ber 26-30, 1959, the department 
preventive medicine and indus- 
trial health, University Cincin- 
nati, collaboration with the oc- 
cupational health program the 
United States Public Health Ser- 
vice, and the department 
dermatology the University 
Cincinnati. 

write for application blank 
Secretary, Institute Industrial 
Health, The Kettering Laboratory, 
Eden and Bethesda Avenues, Cin- 
cinnati 19, Ohio. Early application 
advised since attendance will 
limited. 


PRECEPTORSHIP PROGRAM 
QUEEN’S UNIVERSITY 


The May issue the Bulletin 
the College General Practice 
Canada carries note the pre- 
ceptorship program for final-year 
medical students the medical 
school Queen’s University. This 
program has been arranged 
conjunction with the Kingston 
Chapter the College General 
Practice. Two physicians each take 
different final student each week 
work with them the morn- 
ings. After lunch the student re- 
turns the hospital and reviews 
all the cases has seen the 
doctor’s rounds, and writes pro- 
gress notes them. Students take 
histories new patients, perform 
the physical examinations, outline 
their suggestions for investigation 
and treatment and then discuss 
them with the physician whom 
they are assigned. Evening discus- 


sions the practitioner’s office 


patient records, accounting meth- 
ods, types insurance and other 
matters relevant general prac- 
tice are also included. The students 
are enthusiastic about the system, 
and private patients have made 
complaints. The 
arrangement described pa- 


tients involved. the end the 
term the preceptor submits re- 
port each his pupils. The 
program additional precep- 
torship program available the 
third year Queen’s, which 
students spend two weeks doc- 
home, accompanying him 
his rounds. 


LIPID STUDIES 
HEALTH AND DISEASE 


Walter Reed Army Hospital 
1951, study began, designed 


evaluate the reliability the 
various methods lipid deter- 
minations identifying and 
predicting atherosclerosis. 


(J.A.M.A., 170: 536, 1959) deals 
chiefly with the results short- 
term evaluations 
mendations for future 
Serum cholesterol and lipoprotein 
values 294 normal officers, 
205 patients with myocardial in- 
farction, 101 with angina, with 


(Continued page 40) 


AMES 
CLINIQUICK 


REGISTERED TRADEMARK 


CLINICAL BRIEFS 
FOR MODERN PRACTICE 


which patients 
with noncalculous 
gallbladder 
disease 

should undergo 
surgery? 


Essentially those who are not 
relieved prolonged trial 
period medical management. 


Source—Lichtenstein, E.: 
16:114 (Oct.) 1957. 


for medical, preoperative, 
postoperative management 
biliary disorders 


“therapeutic bile” 


DECHOLIN and 
DECHOLIN 


corrects biliary stasis 


Hydrocholeresis with DECHOLIN 
produces abundant, thin, free- 
flowing, therapeutic bile. This 
flushes thickened bile, mucous 
plugs and debris from the bili- 
ary tract. 


AMES 
CANADA LTD. 
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MEDICAL NEWS brief 
(Continued from page 39) 


arteriosclerosis obliterans, with 
hypertensive cardiovascular 
ease, and 100 under observation 
for cardiovascular lesions were ob- 
tained. Whilst the groups could 
differentiated the bases sig- 


nificant differences the levels 


serum cholesterol and 
protein factions, 
from person within 
groups were too great permit 


carbon 


fine cutting 


superior 


Blades 


are now available... 


age—six one size rust- 


proof wrapper. 


identification 
atherosclerosis individuals. 

nine officers whom recog- 
nizable vascular disease developed 
later, none had initial cholesterol 
values under 250 mg. per 100 c.c. 
and this measurement was more 

the 


determinations these subjects 
predicting atherosclerosis. Long- 
term follow-up studies the re- 
maining normal persons well 
the patients the various coro- 


the Puncture Proof 
Sterile Blade package that 
can autoclaved. 


the RACK-PACK package— 
blades pre-racked ready for 
sterilization. 


Ask your dealer 


BARD-PARKER COMPANY, INC. 
DANBURY. CONNECTICUT 
DIVISION BECTON DICKINSON AND COMPANY 


B-P RIB-BACK IT’S SHARP RACK-PACK are trademarks BARD-PARKER 
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nary artery, hypertensive 
servation groups expected 
furnish more evidence for 
against the value these deter- 
minations. 
measurement appears provide 
much information the more 
elaborate procedures, serious con- 
sideration should given its 
inclusion periodic health exami- 
nations, especially men under 
years age where its elevation 
when present most significant. 


MASS RADIOGRAPHY AND 
CANCER THE LUNG 


group British authors (Pos- 
ner, McDowell and Cross, Brit. 
J., 1213, 1959) have been 
collecting information about cases 
pulmonary cancer discovered 
mass radiography since 1955. 
They report follow-up 238 
male cancer cases found 
method the Birmingham (Eng- 
land) region the months fol- 
lowing July 1955. the majority 
cases the diagnosis was estab- 
lished objective means, but 
one-quarter the course dis- 
ease left reasonable doubt and 
two independent sources agreed 
that cancer the lung was indeed 
present. The main point inter- 
est this study was comparison 
resectability rates between the 
group referred general practi- 
tioners and those found mass 
radiography. However, 
formation was uncovered which 
confirmed certain aspects the 
disease already published other 
authors. Thus was found that 
only 6.6% all the cancer patients 
were non-smokers, whereas among 
the general male population they 
constitute 29.1%. the cancer 
patients 28.3% smoked more than 
cigarettes per day, whereas 
7.1% the total male population 
smoked that amount more daily. 
Tables compiled for age distribu- 
tion and according predominant 
cell type tumour show im- 
portant difference between general 
practice cases and the routine sur- 
vey group. 

all, 223 men with pulmonary 
cancer were discovered among the 
general practitioner referrals and 
cases the routine survey. The 
rates were 8.7 per thousand and 
per thousand 


Twelve-month survival, irrespec- 
tive treatment, was cases 
(36%) the first group and 


and maximum blade per- 
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cases (50%) the second. The 
resectability rate was 30% the 
first group and 44% the second. 
those who underwent resection, 
61.4% among the G.P. group and 
47.6% the second group were 
still alive months after opera- 
tion. Among the factors affecting 
resectability, the following are dis- 
cussed: the importance age, his- 
tological type cancer, and 
diagnostic and therapeutic delays. 

Only seven cases the routine 
survey group (15%) were classified 
truly asymptomatic, while all 
the general practitioner referrals 
had symptoms. these seven 
persons three had lobectomies and 
the fourth had pneumonectomy. 
Five these silent tumours pre- 
sented with 
shadows densities close the 
pulmonary roots. One patient had 
pleural effusion and one large 
peripheral ring shadow. 
peripheral coin shadows were not 
present any this group. Al- 
though the routine survey cases had 
higher resectability rate, the 
difference between them and the 
general practitioner cases not 
statistically significant. 

addendum this paper 
shows that all the 
respective treatment, G.P. 
referrals (20%) and routine 
survey patients (25%) were alive 
the end two years. the 
G.P. cases and routine survey 
cases resection, and eight 
patients respectively were alive 
two years after operation. The 
early 
diagnosis lung cancer con- 
firmed the small number 
truly “silent” lesions. Men above 
the age are found have 
the highest incidence both can- 
cer the lung and active tuber- 
culosis, and the authors stress the 
importance and value con- 
centrating routine surveys this 
critical group. 


DIABETES, KIMMELSTIEL- 
WILSON SYNDROME AND 
NORMAL GLUCOSE 
TOLERANCE 


treated for diabetes 1954. 
the time had 2-plus albuminuria 
and his diabetes responded well 
reducing diet. 1956, his fast- 
ing blood sugar was 201 mg. 
and required insulin only for 
special situations like treatment 


and Wilson. 


carbuncle, gangrene toe 
Again 4-plus albuminuria and 
cylindruria were found. Decem- 
ber 1956, had sciatic neuritis 
and his urine this occasion 
showed sugar but contained 
4-plus albumin and granular casts. 
His fasting blood sugar was 115 
mg. blood urea nitrogen 
mg. and uric acid 7.5 mg. 


_In January 1957 was found 


have marked diabetic retinopathy, 
moderate hypertension, evidence 
left ventricular hypertrophy, 
and diminution vibratory sense. 
Two glucose tolerance tests pro- 
duced normal curves, and only 
after stress with cortisone was 
slight delay return blood 
sugar normal levels observed. 
Renal biopsy showed the charac- 
teristic lesions diabetic neph- 
ropathy described Kimmel- 
The authors 
discuss the inexorable develop- 
ment diabetic complications 
the triad nephropathy, retino- 
pathy and peripheral neuropathy 
—as separate from the disorder 
insulin function—W. Collens, 
kin: Ann. Int. Med., 50: 1282, 1959. 


DERMATOMYOSITIS AND 
MALIGNANCY 


The association between derma- 
tomyositis and 
discussed Williams, who sum- 
marizes case reports collected 
from the literature and mentions 
another case summaries that 
have appeared since his article 
was prepared (Ann. Int. Med., 50: 
1174, 1959). Williams emphasizes 
the fact that whilst dermatomy- 
disease” has significant associ- 
ation with malignancy, present 
15.3% the published cases 
dermatomyositis. speculates 
the possibility that malignancy can 
disease, and notes the high inci- 
dence breast ovarian 
tumours among the reports 
possible indication endocrine 
imbalance these cases. What- 
ever the relationship between the 
conditions, worth remember- 
ing that the presence derma- 
tomyositis patient, especially 
middle age, should make one 
search for possible malignancy. 


AMERICAN INSTITUTE 
ULTRASONICS 
MEDICINE 


The American Institute Ultra- 
sonics Medicine will hold their 
Annual Meeting September 
1959, the Leamington Hotel, 
Minneapolis, Minnesota. The guest 
speaker the luncheon meeting 
will Russell Meyers, M.D., pro- 
fessor surgery and chairman, 
division neurosurgery, State 
University Iowa Hospitals and 
College Medicine, who will dis- 
cuss the potentials ultrasonics 
general surgery and surgical 
specialties. For further informa- 
tion contact John Aldes, M.D., 
Secretary, 4833 Fountain Avenue, 
Los Angeles 29, California. 


ELECTRONIC ARTIFICIAL 
LARYNX 


The problem vocal rehabilita- 
tion after laryngectomy for cancer 
often vexing for patient and 
surgeon. Most patients can 
taught cesophageal voice, ac- 
for normal 
speech. For various reasons, few 

(Continued page 42) 
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cannot learn this technique and 
may become seriously depressed 
owing isolation from their fel- 
lows. recent years, the elec- 
tronics industry has produced 
“artificial larynx” for these unfor- 
tunates. Most these devices 
consist tube about the size 
small flashlight and contain 
electrically activated resonator; the 
instrument held against the 


sound articulated into words 
the normal way. The resulting 
sounds are generally inferior 
quality those made accom- 
plished cesophageal speech. The 
American Bell Telephone Labora- 
tories have very recently develop- 
employing three transistors its 
circuits; pitch control said 
result improved quality 
voice. These are welcome develop- 
ments those handicapped 


laryngectomy. 


“Doctors help shingles?” 


Physicians who have used PROTAMIDE extensively deplore such 


statements unfortunate when they appear the lay press. They 


have repeatedly observed their practice quick relief pain, 


even severe cases, shortened duration lesions, and 


greatly lowered incidence postherpetic neuralgia when 


PROTAMIDE was started promptly. folio reprints 
available. These papers report zoster the elderly— 
the severely painful cases— patients with extensive 


lesions. PROTAMIDE users know “shingles” can helped. 


Windsor, Ontario 


Available: Boxes ampuls—prescription pharmacies. 
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FOREIGN MEDICAL 
GRADUATES 


The Annual Report for 1958 
the Educational Council for Foreign 
Medical Graduates, set 
couple years ago under the 
sponsorship the Association 
American Medical Colleges, the 
American Medical Association, the 
American Hospital Association and 
the Federation State Medical 
Boards the United States, de- 
scribes the rapidly extending work 
this new and valuable organi- 
zation. There now large and 
floating medical population the 
United States. fact, there are 
now 8600 foreign medical gradu- 
ates serving United States 
hospitals, against 300 400 
foreign students United States 
undergraduate medical 
Coming they from all parts 
the world, these seekers after 
jobs and opportunities for post- 
graduate study the United 
States have presented great 
problem. The Educational Council 
was set up: (1) give information 
and answer inquiries foreign 
medical graduates planning entry 
the United States; (2) evalu- 
ate foreign medical graduate’s 
credentials, his 
medicine and his command 
English; (3) certify those foreign 
medical graduates who met their 
requirements which included 
years formal education (four 
recognized medical school), 
satisfactory knowledge medi- 
cine measured the American 
Medical Qualification Examination, 
English. 

discussing the reasons for the 
influx foreign medical graduates 
into the United States, the Council 
points the following factors. 
The rapidly growing hospitals 
the United States have now 
veloped nearly twice many 
approved internships 
needed accommodate the 
senior students graduating from 
U.S. medical schools, the intern- 
have been steadily rising and are 
now comparable many fellow- 
ship grants, now very 
for foreign medical graduate 
obtain permission advanced 
work medicine the United 
States, Fulbright travel funds are 
often available such graduates, 
and the United States rapidly 
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attaining the reputation train- 
ing centre that formerly belonged 
such centres Vienna, London, 
Paris Edinburgh. 


ACADEMY 
PSYCHOSOMATIC 
MEDICINE 


The sixth annual meeting the 
Academy Psychosomatic Medi- 
cine will held October 15-17, 
1959, the Sheraton-Cleveland 
Hotel Cleveland. This meeting 
will oriented and directed 
fit the needs non-psychiatric 
physicians. Practical everyday of- 
fice management psychosomatic 
problems and emotional disturb- 
ances will dealt with formal 
papers, symposia, 
sions, and small study groups. 

The meeting will open 
members all scientific discip- 
lines, 
social workers and nurses. Infor- 
mation may obtained from Dr. 
Bertram Moss, Suite 1035, 
East Washington Street, Chicago 
Illinois. 


CANADIAN LIFE 
INSURANCE FELLOWSHIPS 


Financial assistance 
Canadian Life Insurance Medical 
Fellowship Fund has been granted 
medical research workers 
medical schools Canadian 
universities. The aggregate amount 
awarded the Fund this year 
excess $64,000 and the indi- 
vidual fellowships range value 
from $3500 $6000. 

Five the are for new in- 
vestigations and the other eight 
are renewals from previous years. 
All fellowships are for the period 
1959 June 30, 1960. 

Receiving fellowships this year 
the following: 

University Alberta: Dr. 
for study intercoron- 
races”, 

Dalhousie University: Dr. 
for the continuation 
project obesity. 

Laval University: Dr. Jean-Marie 
for continuation his 
research radiation protection. 
Cumming for his study the 
hypertension. 


McGill University: (1) Dr. 
Dossetor for continuation his 
study the mechanism the 
diurnal excretion ‘electrolytes 
man; (2) Dr. Taussig for his 
study mechanisms underlying 
virus reproduction; (3) Dr. 
Cronin for study pulmonary 
function and ab- 
normalities mitral stenosis. 
University Montreal: Dr. 
Lavallée for study antiarrhyth- 


Queen’s University: Dr. 
Kerr for his study gastrointes- 
tinal motility. 

University Saskatchewan: Dr. 
Mitsuko Sada for study 
diopulmonary function patients 
with emphysema and cor pulmon- 
ale. 

University Toronto: (1) Dr. 
Rapoport for his studies con- 
nection with hypertension; (2) Dr. 
Caroline Hetenyi for study 


mic properties phenothiazine malabsorption. 
derivatives. (Continued page 46) 
NEW 


DIAGNOSTIC ANSWERS 
WHILE YOUR PATIENT THE OFFICE 


Compact Clinical Laboratory Aid 


You, your assistant, can now perform essential urine and other laboratory 
studies routinely every patient—inexpensively and with ease. 


CLINILAB converts ten inches your shelf worktable space into diag- 
nostic clinical laboratory...miniature size but king-size performance. 

Ina single handsome plastic unit, CLINILAB combines five the most frequently 
used AMES Diagnostics. The complete battery tests requires only drops 
urine and takes only minutes perform—you get five more diagnostic results 
while your patient the office. 

CONVENIENT...completely self-contained—work area provided for each 
test, facilities other equipment needed. 

CLINILAB asset any examining room 
(or easily stored). 

MINIMAL for pediatric other scanty specimens. 
VERSATILE extra CLINILAB for house calls can aid diagnosis and save 
time later. 

STANDARDIZED TESTING, COLORIMETRIC 
ple, rapid techniques, easy readings and reliable diagnostic answers every time. 


No. 2002 CLINILAB contains: ICTOTEST® (bottle tablets for bili- 

CLINITEST® (bottle tablets for 

quantitative urine-sugar) URISTIX® (bottle 125 strips for pro- 

nuria and ketonemia) HEMATEST® (bottle tablets for 
occult blood feces, urine and body fluids) 


Plus color charts, descriptive literature, test report forms. Two extra wells provided hold 
additional AMEs Diagnostics for your specialized use. 
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University Western Ontario: 
Dr. Lefcoe for his studies 
pulmonary function. 


FLUMETHIAZIDE, 
NEW DIURETIC 


Flumethiazide recently de- 
veloped oral diuretic agent, very 
thiazide; fact, the only differ- 
ence the replacement the 
chloride 
group. Rochelle and his colleagues 
from Texas (Antibiot. 
Med. Clin. Therapy, 267, 
1959), report studies its use 
cases hypertensive cardio- 
vascular disease with mild mod- 
erate was given 
daily doses 0.5 mg., and 
patients had previously received 
chlorothiazide exactly the same 
dose. They found that the drug 
was approximately equal po- 
tency with chlorothiazide, and was 
effective 
without causing significant serum 
electrolyte changes. The incidence 
adverse reactions was greater 
than with the other diuretic (less 
than 10% patients observed). 


ROOMING-IN 


rooming-in program was in- 
stituted maternity home 
New Zealand October 1957, fol- 
staphylococcal skin lesions and 
breast abscesses. The nursery was 
abolished, and very little extra 
equipment was found necessary 
introduce rooming-in. The mother 
was encouraged care for her 
infant from the start, and the first 
hours was used give super- 
vision and demonstration 
technique baby care and 
cleanliness. Barrier nursing was 
explained and the danger hand 
transfer infection was discussed. 
From this time on, nurses had very 
little with feeding chang- 
ing the baby. The only visitor 
allowed was the father. 

questionnaire was mailed 
mothers who had participated 
this program. Eighty-two (87%) 
said that they wished have their 
future confinements nursed this 
way, and only patients were 
critical the technique. Those 
favouring rooming-in felt that both 
baby and mother benefited from 
the experience; nine the who 


were not favour the program 
said that they got insufficient rest 
and the other three felt that the 
strain responsibility was too 
great for them. 
feeding was encouraged the 
only method compatible with 
good night’s rest for the mother. 
The mother learned all the charac- 
teristics and reactions her baby 
before discharge, and had faced 
while hospital and overcome 
them with help and advice the 
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nurses and the doctor. plea 
made for the wider acceptance 
psychological and_ bacteriological 
grounds rooming-in programs. 
—New Zealand J., 58: 168, 
1959. 


MEDICAL ELECTRONICS 


Anyone interested medical 
electronics will want have 
copy the 1958 Canadian Con- 
vention Record which contains the 
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onics presented the Canadian 
Convention the Institute 
Radio Engineers Toronto 
October and 10, 1958. The 
papers reproduced this volume 
were given sessions, two 
which were devoted medical 
electronics. The medical papers 
mostly concern descriptions ap- 
paratus devised Canada for 
various medical research projects. 
Thus, Winter and Johnson, the 
Defence Research Medical Lab- 


simple photo-electric device re- 
cord eye movements response 
stimulation the organ 
balance the head, while Bas- 
majian the Deparment 
Anatomy, Queen’s University, dis- 
cusses his approach the problem 


picking up, amplifying and con- 


trolling the minute potentials from 
normal and feeding the 
modified potentials stimulus 
paralyzed weak muscles. 
feels that out the lessons learn- 


oratories, Toronto, describe 


the comparatively short period since its introduction, 
has become the leader prescription 
for skeletal muscle relaxation, because: 


relatively free adverse side 


ordinary dosage, does not reduce normal muscle 


five recent clinical studies which was administered 

Good results were reported 80.3% the patients 
moderate results over-all beneficial effect 

Conditions treated included spasm secondary trauma, 

gamentous strains, herniated disc, torticollis, whiplash injury, 
fractures, fibromyositis, acute myalgic disorders, 

ind skeletal muscle spasms afflicting industrial workers. 


upply: Tablets, 0.5 Gm. (white, scored) bottles 50. 


melercnces: 

Carpenter, B.: Southern 51:627, 1958. Forsyth, J.A.M.A. 

1958. S., and Shields, D.: J.A.M.A. 167:160, 

Pari, W.: 167:168, 1958. Plumb, S.: Journal-Lancet 78:531, 


Yd 
Robins 


Robins, U.S. Pat. 2770649 


ROBINS CO. CANADA, LTD., MONTREAL, QUEBEC 
Pharmaceuticals Merit since 1878 


from the normal control 


muscular contractions and the in- 
creasing technological advances 
electronics, there will inevitably 
come useful apparatus for crippled 
persons. Ross and Davis the 
Allan Memorial Institute Psy- 
chiatry describe stable band pass 
filters for electroencephalography, 
and Paul the Department 
Pathological Chemistry, University 
ment devised measure photocell 
stability. 

The papers given the second 
session mostly concerned cardio- 
graphy. Sekelj McGill Univer- 
sity 
and heart-rate monitor units de- 
signed display simultaneously 
the ECG and the heart-rate value, 
while Dower and his colleagues 
from the University British 
Columbia have worked zero 
reference potential for unipolar 
leads. Martin the Queen Mary 
Veterans Hospital, Montreal, dis- 
cusses the renewed interest re- 
cent years the spatial vector- 
cardiogram. Dower and his col- 
leagues describe new computer 
cardiography, and Edinburg 
Worcester, Mass., describes several 
applications digital analysis 
medicine. 

Copies this Convention 
Record are available the cost 
$5.00 from the Canadian 
Convention Office, 1819 Yonge 
Street, Toronto Ontario. 


AEROSPACE MEDICINE 


The new specialty space 
medicine took another step for- 
ward recently the 30th Annual 
Meeting the Aero Medical As- 
sociation Los Angeles. This 
organization now has 2000 mem- 
bers and its meeting changed 
its name that the Aerospace 
Medical Association and the name 
its journal from The Journal 
Aviation Medicine Aerospace 
Medicine. 


CODE FOR 
DRUG PROMOTION 


Pharmaceutical 
undertaken commendable action 
drawing marketing code 


drugs which defines 


medical specialties. These are the 


(Continued page 48) 
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products which are not advertised 
the lay public and whose sales 
therefore depend entirely upon in- 
formation issued the medical 
profession. The new code provides 
that promotion these drugs 
should based two principles: 
(1) that the accuracy and com- 
pleteness the information are 
paramount importance; (2) that 
promotion methods should ap- 
propriate the learning and pro- 
fessional status those whom 
they are directed. 


The code requires promoticn 
include complete and balanced 
picture the new product, includ- 
ing its side effects and contrain- 
dications, and distinguishing 
clinically and 
and what merely surmised. Dis- 
paragement competitive 
products forbidden and 
suggested that pharmaceutical 
firms should restrain the mailing 
reasonable amount. 


The code contains information 
the difficult problem gifts 
that gifts pharmacists and doc- 
tors should “of little monetary 
value” and that any hospitality and 
entertainment dispensed should 
moderate. Finally, put teeth 
into the code, suggested that 
firms who offend against may 
deprived their membership 
the Association British Pharma- 
ceutical Industry. 


RELATION REACTIONS 
TYPE IMMUNIZING 
AGENT AND ROUTE 
IMMUNIZATION 


Utrecht, Holland 
tijdschr. geneesk., 103: 1049, 1959), 
study was undertaken the 
relationship between the type 
immunizing agent and the method 
immunization the one hand, 
and the incidence reactions 
after immunization against whoop- 
ing cough, diphtheria and tetanus 
the other. series 432 
children were given 620 immuni- 
zations; 275 received single in- 
jection, 126 two injections and 
three. Intervals between immuni- 
zations were one month. The doses 
were given ‘either intramuscularly 


studied one day, three days, eight 
days, one month and two months 
after immunization. 

More reactions longer dura- 
tion were seen after subcutaneous 
injection than after intramuscular 
injection, and the type agent 
used also affected the incidence 
reaction. Multiple antigens caused 
considerably more reactions, what- 
ever the route injection, than 
those without the pertussis com- 
ponent. Sex had effect, but 
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older children general had 
slightly stronger tendency react. 
Reactions were somewhat more 
except when both injections were 
intramuscular. 


THE PYLORIC 
SYNDROME 


Ulcers the pyloric channel 
have been known various other 
names such ulcer the pyloric 


uperior vasodi 
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ring, pyloric canal ulcer, juxta- 
pyloric ulcer, and ulcer near 
the pylorus. The main symptoms 
associated with this ulcer are pain, 
nausea, vomiting, and weight loss. 
Texter al. (Gastroenterology, 36: 
573, 1959) report their observations 
patients with pyloric channel 
ulcer whose diagnosis was con- 
firmed x-ray examination 
operation. The pain usually 
frequently atypical, often colicky 
nature, and unrelieved eat- 


tablet 


ing. One-third the patients com- 
plained pain immediately after 
eating. Seventy-nine per cent 
the patients had nausea and vomit- 
ing either almost immediately after 
eating late two hours after 
meal. Weight loss appeared 
and vomiting. Significant gastric 
retention x-ray examination was 
frequent and pyloric stenosis was 
not uncommon. Bleeding occurred 
comparatively few, and only 


one instance perforation has 
been reported the literature. The 
clinical course much more ac- 
celerated than ordinary gastric 


duodenal ulcers and 


patients are hospitalized 
least one occasion. Medical treat- 
ment not very satisfactory and 
operation was performed 
the patients this series. Malig- 
nancy has been said very 
low this ulcer and 
found any the patients the 
present series. 


PRIMARY AND SECONDARY 
GASTRIC CARCINOMA 
YOUNG ADULTS 


Twenty-six cases gastric neo- 
plasm adults under the age 
have been recorded St. 
Hospital, London, 
Eng., over the past years. Five 
the cases, reported Thomas 
(Gastroenterology, 36: 582, 1959) 
some detail, illustrate the 
culty diagnosis. Reluctance 
consider the diagnosis cancer 
the stomach young adults 
emphasized and pointed out 
the main reason for the delay 
between the onset symptoms 
and eventual diagnosis. 
other reports, this showed 
that some 18% patients had 
negative findings the first 
barium meal examination. Only 
three the patients underwent 
gastroscopy and each these 
the lesion was visualized. The 
combination x-ray examination 
with gastroscopy improve diag- 
nostic accuracy stressed, and 
reports are quoted which show 
the high accuracy achieved 
this combination diagnostic pro- 
cedures. five patients gastric 
ulcer was diagnosed initial 
examination; only later was the 
growth found carcinoma. 
plea made for earlier diagnosis 


carcinoma the stomach 


young adults and for operation 
when simple gastric ulcer fails 
respond medica] treatment. 


CONGESTIVE 
ATELECTASIS: FATAL 
POSTOPERATIVE 
COMPLICATION 


Hatch and Carrera (J. Thoracic 
Surg., 37: 257, 1959) describe the 
condition designated them and 
others “congestive atelectasis”, 
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which complication the too 
rapid parenteral administration 
fluid. The clinical picture presented 
patients with this complication 
that sudden onset severe 
dyspnoea, deep cyanosis, fever, 
breathing, 
tachypnoea, tachycardia and hypo- 
tension, all aggravated the in- 
fusion fluid. There are 


signs. The condition characteris- 
tically resistant all forms 


therapy directed towards pulmono- 
cardiac failure. 


autopsy congestive atelec- 
tasis, the lungs are heavy and 
macroscopically the condition sug- 
gests gross The areas 
affected are sharply limited; the 
red. Microscopically, intense capil- 
lary congestion, 
hemorrhage, minimal pulmonary 
cedema, and incomplete expansion 
pulmonary tissue are 


The onset congestive atelec- 
tasis sudden. The 


wide-range nitrofuran 


controls the “problem pathogens” 


FUROXONE 


brand furazolidone 


TABLETS 


antibacterial 
demulcent 
adsorptive 


Bactericidal perorally against wide range enteric bacteria 
including common pathogenic species and strains Escherichia, 
Salmonella and Staphylococcus not adequately controlled anti- 


biotics and sulfonamides. 


Does not induce development significant bacterial resistance, 
nor predispose monilial staphylococcal overgrowth. 


toxicity reported. 


For patients (may mixed with infant 
passes through standard nursing nipple). 

Available Furoxone Liquid: bottles 120, 240 cc. containing Furoxone, mg. per 
with kaolin and pectin, pleasant orange-mint flavor. 

Furoxone 100 mg. scored, and 100. 

Ponce Antibiotic Med. Clin. Therapy 4:816, 1957. 


tories. 


NITROFURANS—a unique class antibacterials 
AUSTIN LABORATORIES LIMITED 


Registered user the trade mark Furoxone Norwich 
Company Eaton Division, 
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severe and clinically indicative 
expiratory obstructive type 
breathing. The cyanosis deep 
and resistant all forms 
therapy. The physical signs are 
those usually found 
with acute left ventricular failure. 
This not true all cases, how- 
ever. 


This complication should not 
confused with obstructive collapse 
pulmonary tissue. For example. 
atelectasis 
cyanosis light, while deep 
the congestive form. obstruc- 
tive atelectasis the response 
oxygen good, while poor 
the congestive form. 
shift present the obstructive 
form, ent the congestive type. 
Bronchoscopy helpful obstruc- 
tive atelectasis, not the con- 
gestive form. The best treatment 
for this fatal syndrome is, course, 
preventive. all patients whom 
hypotension 
tively, imperative determine 
the cause and treat 
logically rather than rely in- 
fusion fluids raise the blood 
pressure accepted clinical 
level. goes without saying, also, 
that injudicious parenteral fluid 
therapy given dangerous rates 
speed should avoided. 


SCHOLARSHIPS FOR 
NEUROMUSCULAR 
DISEASE RESEARCH 


The Sister Elizabeth Kenny Foun- 
dation announces continuation 
its program post-doctoral scholar- 
ships promote work the field 
neuromuscular diseases. These 
scholarships are designed for scien- 
tists near the end their 
fellowship training either basic 
Clinical fields concerned with 
the broad problem the neuro- 
muscular diseases. 

The Kenny Foundation Scholars 
will appointed annually. Each 
grant will provide stipend for 
five-year period the rate 
$5000 $7000 year depending 
upon the scholar’s qualifications. 
Candidates from medical] schools 
the United States and Canada are 
eligible. 

Inquiries regarding details ihe 
Dr. Huenekens, Medical 
Director, Sister Elizabeth 
Foundation, Inc., 
Tower, Mineapolis 
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